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AB The invention concerns a diagnostic device including a prognostic 
assay for parameters which are indicative of a condition or event 
assocd. with the systemic vasculature. More particularly, the 
present invention provides an assay to detect parameters assocd. 
with a vascular disease including cardiovascular, stroke, pulmonary, 
renovascular, cerebrovascular, thrombotic or generalized arterial or 
venous condition or event including acute coronary syndrome such as 
but not limited to acute myocardial infarction, heart failure, 
atheromoma or a thrombotic condition. The identification of these 
parameters or more particularly a pattern of parameters enables the 
diagnosis of a condition or event or the detn. of the risk of 
development of a condition or event assocd. to the systemic 
vasculature. Still more particularly, the present invention is 
directed to a diagnostic device comprising a set of members wherein 
one or more of said members has or have specific or generic binding 
partners in a biol. sample from an animal including human subject 
wherein the pattern of binding of the members to the binding 
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partners is indicative, predictive or otherwise assocd. with a 
likelihood of a condition or event within the systemic vasculature. 
The absence of detection of specific or generic binding partners is 
also of indicative or predictive value. This is particularly 
important in cases where patients are unable to communicate advice 
to a physician on their own condition, such as during surgery or for 
patients in a coma. It is also useful in detg. the risk of a 
vascular disease including cardiovascular, stroke, pulmonary, 
renovascular, cerebrovascular, thrombotic or generalized arterial or 
venous conditions or events in a healthy subject or a subject 
entering into an exposure to risk such as surgery or chemotherapy. 
The present invention is useful inter alia for the identification 
and/or quantitation of biochem. markers of conditions or events in 
the systemic vasculature such as heart disease, heart disorders, 
infections of the heart, stroke and thrombosis as well as the detn. 
of a risk of development of these conditions including the absence 
of disorders or absence of risk of the development of a disorder. 
The assessment of such conditions may be made in a clin. setting, as 
part of triage, as part of a routine testing protocol and/or as a 
lab. procedure. Diagrams describing the app. assembly and operation 
are given. 
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IT 



for a method of nucleic acid, including DNA, immunization of a host, 

including humans, against disease caused by infection by a strain of 

Chlamydia, specifically C. pneumoniae. 

The myosin heavy chain homolog gene is amplified from 

C. pneumonia strain CWL02 9 by PCR and cloned into 

the pCA-Myc-His eukaryotic expression vector with transcription 

under control of the human cytomegalovirus promoter. The method 

employs a plasmid vector contg. a nucleotide sequence encoding a 

myosin heavy chain homolog of a strain of Chlamydia 

pneumoniae and a promoter to effect expression of the myosin 

heavy chain homolog gene product in the host. DNA immunization of 

mice with the plasmid vector achieves protection against an 

intranasal challenge of C. pneumoniae. 
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for a method of nucleic acid, including DNA, immunization of a host, 
including humans, against disease caused by infection by a strain of 
Chlamydia, specifically C. pneumoniae. 
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IT 



The myosin heavy chain gene is amplified from C. 

pneumonia strain CWL029 by PCR and cloned into the 

pCA-Myc-His eukaryotic expression vector with transcription under 

control of the human cytomegalovirus promoter. The method employs a 

plasmid vector contg. a nucleotide sequence encoding a 

myosin heavy chain of a strain of Chlamydia 

pneumoniae and a promoter to effect expression of the myosin 

heavy chain gene product in the host. DNA immunization of mice with 

the plasmid vector achieves protection against an intranasal 

challenge of C. pneumoniae. 
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(amino acid sequence; Chlamydia pneumoniae immunogenic 
myosin heavy chain and its gene sequence and use for 
immunization against Chlamydia infection) 
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AB The present invention provides methods for the administration of 

genetic vaccines to promote or induce a greater tolerance to various 
antigens. This will permit the treatment of patients with an 
allergy or autoimmunity, asthma and other immunomodulatory diseases 
where an undesired immune response to one or more antigens exists. 
In addn., methods of designing tolerizing vaccines, including 
methods for identifying nucleic acids that encode tolerizing 
antigens and cell-type specific regulatory nucleic acid sequences, 
are provided. Specifically, immune tolerance is induced by 
expression of the gene in non-antigen-presenting cells that do not 
normally present antigens assocd. with the type II major 
histocompatibility complex, such as keratinocytes . Use of the 
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promoter of the keratin 14 gene to drive expression of a gene for 
.alpha. 1 antitrypsin in mouse keratinocytes is demonstrated. Mice 
inoculated with this construct showed no response when challenged 
with a high-level expression cassette for the .alpha. 1 antitrypsin 
gene. Expression constructs using the promoters of the keratin 5 or 
dectin 2 gene did not show tolerance. 
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Chlamydia pneumoniae is a widespread pathogen of the 
respiratory tract that is also assocd. with atherosclerosis. The 
whole genome sequence was detd. for a Japanese isolate, C. 
pneumoniae strain J138 . The sequence predicted a variety of 
genes encoding outer membrane proteins (OMPs) including ompA and 
porB, another 10 predicted omp genes, and 27 pmp genes. All were 
detected in the whole genome sequence of strain CWL029, a strain 
isolated and sequenced in the United States. A comparative study of 
the OMPs of the two strains revealed a nucleotide sequence identity 
of 89.6-100% (deduced amino acid sequence identity, 71.1-100%). The 
overall genomic organization and location of genes are identical in 
both strains. Thus, a few unique sequences of the OMPs may be 
essential for specific attributes that define the differential biol. 
of two C. pneumoniae strains. 
IT 223702-83-8 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
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(amino acid sequence; comparison of outer membrane protein genes 
omp and pmp in the whole genome sequences of Chlamydia 
pneumoniae isolates from Japan and the United States) 
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and Chlamydia pneumoniae AR39 
AUTHOR (S) : Read, T . D.; Brunham, R. C; Shen, C; Gill, S. 

R.; Heidelberg, J. F. ; White, O.; Hickey, E. K.; 
Peterson, J.; Utterback, T . ; Berry, K. ; Bass, 
S.; Linher, K. ; Weidman, J.; Khouri, H.; Craven, 
B.; Bowman, C; Dodson, R. ; Gwinn, M.; Nelson, 
W.; DeBoy, R. ; Kolonay, J.; McClarty, G.; 
Salzberg, S. L. ; Eisen, J.; Fraser, C. M. 
CORPORATE SOURCE: The Institute for Genomic Research, Rockville, 

MD, 20850, USA 

SOURCE: Nucleic Acids Research (2000), 28(6), 1397-1406 

CODEN: NARHAD; ISSN: 0305-104 8 
PUBLISHER: Oxford University Press 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The genome sequences of Chlamydia trachomatis mouse pneumonitis 

(MoPn, Chlamydia muridarum) strain Nigg (1,069,412 nucleotides) and 
Chlamydia pneumoniae strain AR39 (Chlamydophila pneumonia) 
(1,229,853 nucleotides) were detd. using a random shotgun strategy. 
The MoPn genome' exhibited a general conservation of gene order and 
content with the previously sequenced' C. trachomatis serovar D. 
Differences between C. trachomatis strains were focused on an 
.apprx.50-kb "plasticity zone" near the termination origins. In 
this region MoPn contained 3 copies of a novel gene encoding a 
>3000-amino-acid toxin homologous to a predicted toxin from 
Escherichia coli 0157 :H7 but had apparently lost the tryptophan 
biosynthesis genes found in serovar D in this region. The C. 
pneumoniae AR39 chromosome was >99.9% identical to the previously 
sequenced C. pneumoniae CWL029 genome; however, comparative anal, 
identified an invertible DNA segment upstream of the uridine kinase 
gene which was in different orientations in the two genomes. AR39 
also contained a novel 4 524-nucleotide circular single-stranded 
(ss ) DNA bacteriophage, the first time a virus has been reported 
infecting C. pneumoniae. Although the chlamydial genomes were 
highly conserved, there were intriguing differences in key 
nucleotide salvage pathways: C. pneumoniae has a uridine kinase gene 
for dUTP prodn., MoPn has a uracil phosphororibosyltransf erase, 
while C. trachomatis serovar D contains neither gene. Chromosomal 
comparison revealed that there had been multiple large inversion 
events since the species divergence of C. trachomatis and C. 
pneumoniae, apparently oriented around the axis of the origin of 
replication and the termination region. The striking synteny of the 
Chlamydia genomes and prevalence of tandemly duplicated genes are 
evidence of minimal chromosome rearrangement and foreign gene 
uptake, presumably owing to the ecol. isolation of the obligate 
intracellular parasites. In the absence of genetic anal., 
comparative genomics will continue to provide insight into the 
virulence mechanisms of these important human pathogens . 
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Disclosed are novel peptides that modulate inflammatory heart 
disease. Also disclosed are DNA mols. encoding the peptides, and 
methods of making the peptides. Vaccines for decreasing 
inflammatory cardiomyopathy comprise a peptide, an adjuvant, and an 
excipient. A peptide from a region of the murine . alpha. - 
myosin heavy chain induced autoimmune inflammatory 

cardiomyopathy in mice. A second peptide derived from a homologous 
region of the murine . beta . -myosin heavy chain did not 
induce the disease. When both peptides were injected simultaneously 
into mice, the mice did not develop the disease. 



REFERENCE COUNT: 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR 
THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 



L3 ANSWER 8 OF 11 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 2002 ACS 
1999:216816 CAPLUS 
130:321465 

Comparative genomes of Chlamydia 
pneumoniae and C. trachomatis 
Kalman, Sue; Mitchell, Wayne; Marat he, Rekha; 
Lammel, Claudia; Fan, Jun; Hyman, Richard W. ; 
Olinger, Lynn; Grimwood, Jane; Davis, Ronald W. 
Stephens, Richard S. 

Stanford DNA Sequencing and Technology, Center, 
Stanford University, Stanford, CA, 94305, USA 
Nature Genetics (1999), 21(4), 385-389 
CODEN: NGENEC; ISSN: 1061-4036 
Nature America 
Journal 
English 

AB Chlamydia are obligate intracellular eubacteria that are 

phylogenetically sepd. from other bacterial divisions. C. 
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trachomatis and C. pneumoniae are both pathogens 

of humans but differ in their tissue tropism and spectrum of 

diseases. C. pneumoniae is a newly recognized 

species of Chlamydia that is a natural pathogen of humans, 

and causes pneumonia and bronchitis. In the United States, approx. 

10% of pneumonia cases and 5% of bronchitis cases are attributed to 

C. pneumoniae infection. Chronic disease may 

result following respiratory-acquired infection, such as reactive 
airway disease, adult-onset asthma and potentially lung cancer. In 
addn., C. pneumoniae infection has been assocd. 

with atherosclerosis. C. trachomatis infection causes trachoma, an 
ocular infection that leads to blindness, and sexually transmitted 
diseases such as pelvic inflammatory disease, chronic pelvic pain, 
ectopic pregnancy and epididymitis. Although relatively little is 
known about C. trachomatis biol., even less is known concerning 
C. pneumoniae. Comparison of the C. 

pneumoniae genome with the C. trachomatis genome will 
provide an understanding of the common biol. processes required for 
infection and survival in mammalian cells. Genomic differences are 
implicated in the unique properties that differentiate the two 
species in disease spectrum. Anal, of the 1,230,230-nt C. 
pneumoniae genome revealed 214 protein-coding sequences not 
found in C. trachomatis, most without homologues to other known 
sequences. Prominent comparative findings include expansion of a 
novel family of 21 sequence-variant outer-membrane proteins, 
conservation of a type-Ill secretion virulence system, three 
serine/threonine protein kinases and a pair of parologous 
phospholipase-D-like proteins, addnl. purine and biotin biosynthetic 
capability, a homolog for arom. amino acid (tryptophan) hydroxylase 
and the loss of tryptophan biosynthesis genes. 
IT 223702-83-8 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(amino acid sequence; comparative genomes of Chlamydia 
pneumoniae and C. trachomatis) 
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disease. A peptide from the murine heart muscle-specific .alpha. 

myosin heavy chain that has sequence homol. to the 60-kDa 

cysteine-rich outer membrane proteins of Chlamydia 

pneumoniae, C. psittaci, and C. trachomatis was shown to induce 

autoimmune inflammatory heart disease in mice. Injection of the 

homologous Chlamydia peptides into mice also induced 

perivascular inflammation, fibrotic changes, and blood vessel 

occlusion in the heart, as well as triggering T and B cell 

reactivity to the homologous endogenous heart muscle-specific 

peptide. Chlamydia DNA functioned as an adjuvant in the 

triggering of peptide-induced inflammatory heart disease. Infection 

with C. trachomatis led to the prodn. of autoantibodies to heart 

muscle-specific epitopes. Thus, Chlamydia-mediated heart 

disease is induced by antigenic mimicry of a heart muscle-specific 

protein. 
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PRIORITY APPLN. INFO. 



AB Expression vectors using muscle 
including promoters and enhance 
genes in muscle are described. 



US 1995-530529 A 19950919 
WO 1996-US14829 W 19960919 
specific regulatory elements 
rs to drive expression of therapeutic 
These constructs can be used to 
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drive expression of therapeutic genes (sense or antisense) or in 
vector vaccines in which they drive expression of genes for antigens 
or epitopes. The vector can also be used to drive expression of 
genes for proteins that circulate in the blood. The vector uses the 
promoter and enhancer of the muscle-specific creatine kinase of 
mouse. The utility of the system in vector vaccines is demonstrated 
using the glycoprotein gD-2 gene of herpesvirus 2. Mice inoculated 
with a sense expression vector synthesized the protein in muscle. 
When challenged with the virus, the transgenic mice showed a slower 
increase in viral titers and development of the disease than did 
control mice. 
IT 51845-53-5, Kinase (phosphorylating) , myosin 
light-chain 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(muscle-specific regulatory elements of gene for; muscle-specific 
expression vectors using creatine kinase promoter and enhancer 
for expression of therapeutic genes) 
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Functional surrogates of analytes of interest 

and methods of obtaining and using same 
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CODEN: PIXXD2 

Patent 

English 
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PATENT NO. 
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WO 9641172 
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19961219 



APPLICATION NO. DATE 



WO 1996-US10498 19960607 
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Al 19961230 AU 1996-62826 19960607 

US 1995-476375 19950607 
WO 1996-US10498 19960607 
Functional surrogates are disclosed which serve as mimics of 
naturally occurring mols., such as analytes of interest present in a 
given sample. In particular, functional surrogates (including 
epitopes and mimetopes) of macromol . moieties, including large to 
medium-sized proteins, are described. The functional surrogates of 
the present invention are useful in a-variety of diagnostic, 
prophylactic, and therapeutic applications. Indeed, where the 
detection of a macromol. moiety is hampered by its size, a 
functional surrogate of the present invention, serving as the mimic 
of the macromol. moiety, may be better suited for a given diagnostic 
assay. Methods of obtaining functional surrogates, various methods 
of their use, and compns . , including kits, are also described. 
Accordingly, certain binding peptides, including those of a 
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L4 
L5 



well-defined sequence, have been discovered, which can be used in a 
no. of affinity assays, including those utilizing fluorescence 
polarization immunoassay (FPIA), enzyme multiplied immunoassay 
technique (EMIT), or cloned enzyme donor immunoassays (CEDIA) , to 
name a few. 

(FILE 1 MEDLINE, BIOSIS, EMBASE, WPIDS, CONFSCI, SCISEARCH, 
JICST-EPLUS, JAPIO' ENTERED AT 14:25:29 ON 15 MAY 2002) 
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2001-648558 [74] WPIDS 
N2001-484574 
C2001-191445 

Novel Chlamydia myosin heavy 

chain homolog polypeptide and polynucleotide for 
preventing, detecting and treating 
Chlamydia infections in mammals, in 
particular humans . 
B04 D16 S03 

DUNN, P; MURDIN, A D; OOMEN, R P; WANG, J 

(AVET) AVENTIS PASTEUR LTD 
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PATENT NO KIND DATE 



WEEK 
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WO 2001075113 A2 20011011 (200174)* EN 83 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC 
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AU 2001048177 A 20011015 (200209) 



APPLICATION DETAILS: 
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APPLICATION 



DATE 



WO 2001075113 A2 
AU 2001048177 A 



WO 2001-CA461 
AU 2001-48177 



20010404 
20010404 



FILING DETAILS: 
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PATENT NO 
WO 200175113 



PRIORITY APPLN. INFO: US 2000-194475P 20000404 

AN 2001-648558 [74] WPIDS 

AB WO 200175113 A UPAB: 20011217 

NOVELTY - An isolated myosin heavy chain homolog 
polypeptide (I) from Chlamydia, especially C. 
pneumoniae having a 254 residue amino acid sequence (SI), 
fully defined in the specification, its immunogenic fragment 
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comprising at least 12 consecutive amino acids or a polypeptide 
which has been modified without loss of immunogenicity and which has 
75 % sequence identity to (I), is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a nucleic acid molecule (II) comprising' a nucleic acid 
sequence chosen from a sequence which encodes (I), a 965 base pair 
sequence (S2), fully defined in the specification, a sequence which 
encodes a polypeptide encoded by (S2), a sequence comprising 38 
consecutive nucleotides from (II) and a sequence which encodes a 
polypeptide which is 75 % identical in amino acid sequence to the 
polypeptide encoded by (S2); 

(2) a nucleic acid molecule (III) comprising a nucleic acid 
sequence which is anti-sense to (II); 

(3) a fusion protein (IV) comprising (I) and a second 
polypeptide; 

(4) a nucleic acid molecule (V) comprising a nucleic acid 
sequence which encodes (IV); 

(5) a nucleic acid molecule chosen from (II), (III) and (V) 
operatively linked to one or more expression control sequences; 

(6) a vaccine (VI), comprising: 

(a) a vaccine vector and (II), (III) or (V), where each nucleic 
acid is capable of being expressed and the vaccine optionally 
comprises a second nucleic acid encoding and capable of expressing 
an additional polypeptide which enhances the immune response to the 
polypeptide expressed by the nucleic acids; or 

(b) (I) or (IV), optionally comprising an additional 
polypeptide which enhances the immune response to (I) or (IV); 

(7) a unicellular host (VII) transformed with (II), (III) or 

(V) ; 

(8) an isolated nucleic acid probe of 5-100 nucleotides which 
hybridizes under stringent conditions to (II), its complement or 
anti-sense sequence; 

(9) an isolated primer of 10-40 nucleotides which hybridizes 
under stringent conditions to (II), its complement or anti-sense 
sequence; 

(10) a polypeptide encoded by (II) or (V) ; 

(11) producing (I) or (IV), comprising culturing (VII); 

(12) an antibody (VIII) against (I) or (IV); 

(13) a pharmaceutical composition (IX) comprising (II), (III), 
(V), (I), (VI) or (VIII); 

(14) a diagnostic kit comprising instructions for use and (II), 
(III), (V), (I), (IV) or (VIII); 

(15) identifying (I) or (IV) which induces an immune response 
effective to prevent or lessen the severity of Chlamydia 
infection in a mammal previously immunized with polypeptide, by 
immunizing a mouse with (I) or (IV) and inoculating the immunized 
mouse with Chlamydia, where (I) or (IV) which prevents or 
lessens the severity of Chlamydia infection in the 

immunized mouse compared to a non-immunized control mouse is 
identified; 

(16) expression plasmid pCACPNM559 containing the 
myosin heavy chain homolog gene, as shown in the 
specification; 

(17) a nucleic acid molecule of sequence (S7); and 

(18) a peptide having the sequence (S8) . 

(S7) is ATAAGAATGCGGCCGCCACCATGCATGACGCACTTCTAAGCA or 
GCGCCGGATCCCTACAGCTGCGCGACGACGACG. 
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(S8) is ArgValLysLysGluHisGlnLysGluLeu, 
LysMetAspGluPheAsnAlaLeuThr, TrpGlnGluSerGlnValAsnAlaGlnGluAsnSerThr 
AlaLysArgArgArgArgArg, AlaLeuLeuGluGlnArgThrGluLeu or 
IleLeuTyrTrpGlnGluSerGlnVal . 

ACTIVITY - Antibiotic. 

MECHANISM OF ACTION - Vaccine. 

The effect of C. pneumoniae myosin 
heavy chain homolog gene in protecting mice against an intranasal 
challenge of C. pneumoniae was studied. Strain 

AR-39 was used in Balb/c mice as a challenge infection model to 

examine the capacity of Chlamydia gene products delivered 

as naked DNA to elicit a protective response against a sublethal 

C. pneumoniae lung infection. Protective immunity 

was defined as an accelerated clearance of pulmonary infection. 

Groups of 7-9 week old male Balb/c mice were immunized 

intramuscularly (i.m.) plus intranasally (i.n.) with plasmid DNA 

containing the C. pneumoniae myosin 

heavy chain homolog gene (pCACPNM559) . Saline or the plasmid vector 
lacking an inserted chlamydial gene was given to groups of control 
animals. For i.m. immunization, alternate left and right quadriceps 
were injected with 100 micro g of DNA in 50 micro 1 of phosphate 
buffered saline (PBS) on three occasions at 0, 3 and 6 weeks. For 
i.n. immunization, anesthetized mice were aspirated 50 micro 1 of 
PBS containing 50 micro g DNA on three occasions at 0, 3 and 6 
weeks. At week 8, immunized mice were inoculated i.n. with 5 
multiply 105 infection forming units (IFU) of C. 
pneumoniae, strain AR39 in 100 micro 1 of SPG buffer to test 
their ability to limit the growth -of a sublethal C. 
pneumoniae challenge. Lungs were taken from mice at day 9 
post-challenge and immediately homogenized. Dilutions of the 
homogenate were assayed for the presence of infectious 
Chlamydia. The results showed that the mice immunized i.n. 
and i.m. with pCACPNM559 had chlamydial lung titers less than 4 9000 
in 5 of 6 cases at day 9 and for control mice sham immunized with 
saline the value was 53100-315200 IFU/lung at day 9. 

USE - (I)-(V) and (VIII) are useful for detecting 
Chlamydia infection by assaying a body fluid of a mammal 
with the components. (VI) and (IX) are useful for preventing and 
treating Chlamydia infection (claimed), in mammals, such 
as humans. The nucleic acid molecules are useful for producing (I), 
in the construction of vaccine vectors such as poxviruses, which are 
further useful for preventing and/or treating Chlamydia 
infection and in the construction of attenuated Chlamydia 
strains that can over-express the nucleic acid molecules or express 
it in a non-toxic, mutated form. (VI) is effective in preventing 
and/or treating Chlamydia infection for e.g. infection 
caused by C. trachomatis, C. psittaci, C. 

pneumoniae or C. pecorum. Probes which hybridize to (II) are 
useful in diagnostic tests, as capture of detection probes. (VIII) 
is useful in affinity chromatography for purifying (I) and in 
prophylactic or therapeutic passive immunization methods. 
Dwg. 0/4 
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FILING DETAILS: 

PATENT NO KIND PATENT NO 



AU 2001048172 A Based on WO 200175111 

PRIORITY APPLN. INFO: US 2000-194471P 20000404 

AN 2001-648556 [74] WPIDS 

AB WO 200175111 A UPAB: 20011217 

NOVELTY - An isolated myosin heavy chain polypeptide (I) 
from Chlamydia pneumoniae, comprising 168 residue amino 
acid sequence (S2) , fully defined in the specification, an 
immunogenic fragment having 12 consecutive amino acids of (S2), or a 
sequence of (S2) or its fragment which has been modified without 
loss of immunogenicity and having 75 % identity to above mentioned 
polypeptide sequences, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a nucleic acid molecule (II) comprising a nucleic acid 
sequence which encodes (I), comprising: 

(a) a 707 nucleotide sequence (SI), fully defined in 
specification; - 

(b) a sequence which encodes a polypeptide encoded by (SI); 

(c) a sequence comprising at least 38 consecutive nucleotides 
of (a) or (b) , or a sequence which encodes a polypeptide that is 75 
% identical in amino acid sequence to polypeptide encoded by (SI); 

(2) a nucleic acid molecule (III) comprising a nucleic acid 
sequence which is antisense to (II); 

(3) a nucleic acid molecule (IV) comprising a nucleic acid 
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sequence which encodes fusion protein that comprises a polypeptide 
encoded by (II) and a second polypeptide; 

(4) a nucleic acid molecule ((I)- (IV)) operatively linked to 
one or more expression control sequences; 

(5) a vaccine (V) comprising a vaccine vector and (II); 

(6) a vaccine (VI) comprising a vaccine vector and at least one 
first nucleic acid encoding a fusion protein that comprises a 
polypeptide encoded by (SI), a polypeptide encoded by a nucleic acid 
comprising at least 38 consecutive nucleotides from (SI), a 
polypeptide which is 75 % identical to the amino acid sequence to 
the polypeptide encoded by (SI), or is (I); and 

(7) a vaccine (VII) comprising (II), (III)/ or (V) operatively 
linked to expression control sequences, as first nucleic acid and a 
vaccine vector, the vaccine optionally comprises a second nucleic 
acid encoding an additional polypeptide which enhances the immune 
response to the polypeptide expressed by the first; 

(8) a unicellular host (VIII) transformed with a nucleic acid 
molecule ((II) -(IV)) operatively linked to expression control 
sequences; 

(9) an isolated nucleic acid probe (IX) of 5-100 nucleotides 
which hybridizes under stringent conditions to (SI) ; 

(10) an isolated primer (X) of 10-40 nucleotides which 
hybridizes under stringent conditions.^ to (SI); 

(11) a polypeptide encoded by (II), (III), (IV) or a nucleic 
acid molecule ((II) -(IV)) operatively linked to expression control 
sequences; 

(12) a fusion protein (XI) comprising (I) and a second 
polypeptide; 

(13) preparation of (I) or (XI); 

(14) an antibody (XII) against (I) or (XI); 

(15) a vaccine (XIII) comprising at least one first polypeptide 
(FP1) encoded by (SI), a polypeptide encoded by a nucleic acid 
comprising at least 38 consecutive nucleotides of (SI), a 
polypeptide which is 75 % identical to the amino acid sequence to 
the polypeptide encoded by (SI), or is (I), where the vaccine 
optionally comprises an additional polypeptide which enhances the 
immune response to FP1; 

(16) a vaccine (XIV) comprising a fusion protein which 
comprises FP1 and a second polypeptide, where the vaccine optionally 
comprises an additional polypeptide which enhances the immune 
response to FP1; 

(17) a vaccine (XV) comprising (I) or (XI) as the first 
polypeptide, and an additional polypeptide which enhances the immune 
response to the first polypeptide; 

(18) a diagnostic kit comprising instructions for use and a 
component (II), (III), (V) operatively linked to expression control 
sequences, (I), (XI) or (XII); 

(19) identifying (I) or (XI) which prevents or lessens the 
severity of Chlamydia infection in a mammal previously 
immunized with polypeptide involves immunizing a mouse with the 
polypeptide or fusion protein and inoculating the immunized mouse 
with Chlamydia; 

(20) expression plasmid pCACPNM760; 

(21) a nucleic acid molecule having a sequence (S7); and 

(22) a peptide having a sequence (S8) . 

(57) is ataagaatgcggccgccaccatggcaaaatatccactagagcc or 
gcgccggatcccgcttccccctgat t cacg . 

(58) is LysArgArgLysGluGluGluLysThrArgLeuHisLysGluGluTrpMet, 
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LeuArgGlnLysLysLysArgGluSerGlyGlySer or GlnLeuSerGluGluGluGluLysVal . 
ACTIVITY - Antibiotic. 
MECHANISM OF ACTION - Vaccine. 

Strain AR-39 was used in Balb/c mice as a challenge infection 
model to examine the capacity of Chlamydia gene products delivered 
as naked DNA to elicit a protective response against sublethal C. 
pneumoniae lung infections. Groups of 7-9 week old male Balb/c mice 
were immunized intramuscularly (i.m.) plus intranasally (i.n.) with 
plasmid DNA containing the C. pneumoniae myosin heavy chain gene. 
For i.m. immunization, alternate left and right quadriceps were 
injected with 100 micro g of DNA. For i.n. immunization, 
anesthetized mice were aspirated 50 micro 1 of phosphate buffered 
saline (PBS) containing 50 micro g DNA on three occasions at 0, 3 
and 6 weeks. At week 8, immunized mice were inoculated i.n. with 5 
multiply 105 infection forming units (IFU) of C. pneumoniae, strain 
AR39 in 100 micro 1 of SPG buffer to test their ability to limit the 
growth of a sublethal C. pneumoniae challenge. Lungs were taken from 
mice at day 9 post-challenge and homogenized in SPG buffer. 
Dilutions of the homogenate were assayed for Chlamydia by 
inoculation onto monolayers of susceptible cells. The inoculum was 
centrifuged onto the cells, then the cells were incubated for three 
days at 35 deg. C in the presence of 1 micro g/ml cycloheximide . 
After incubation the monolayers were fixed and stained using 
convalescent sera from rabbits infected with C. pneumoniae. Results 
showed that mice immunized with i.n. and i.m. with pCACPNM760 had 
chlamydial lung titers less than 40000 in 3 of 6 cases at day 9, 
whereas the range of values for control mice sham immunized with 
saline was 20800-323300 IFU/lung at day 9. 

USE - (II), (III), (IV) or a nucleic acid molecule ((II), 
(III), (V)) operatively linked to expression control sequences, the 
vaccines and pharmaceutical compositions are useful for treating or 
preventing Chlamydia infection. (II), (III), (IV) or a nucleic acid 
molecule ((II) -(IV)) operatively linked to expression control 
sequences, (I), (XI) or (XII) is also useful for detecting Chlamydia 
infection. (All claimed). (I) is useful for detecting the presence 
of anti-Chlamydia antibodies in a biological sample. (II) is useful 
for producing (I), for constructing vaccine vectors, and as a 
vaccine agent, or in the construction of attenuated Chlamydia 
strains that can overexpress (II) . (IX) is useful as capture or 
detection probe. (IX) and (X) are useful for detecting and/or 
identifying the presence of Chlamydia in a biological material. 
(XII) is useful for purifying (I) by antibody-based affinity 
chromatography. (XII) can also be used in therapeutic and 
prophylactic passive immunization methods. (XII) used for detecting 
Chlamydia in biological sample. 
Dwg.0/4 
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TITLE: Ultrastructure of Rickettsia rickettsii actin tails 

and localization of cytoskeletal proteins. 

AUTHOR (S) : Van Kirk, Levi S.; Hayes, Stanley F.; Heinzen, Robert 

A. (1) 

CORPORATE SOURCE: (1) Department of Molecular Biology, University of 
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AB Actin-based motility (ABM) is a mechanism for intercellular spread 
that is utilized by vaccinia virus and the invasive bacteria within 
the genera Rickettsia, Listeria, and Shigella. Within the 
Rickettsia, ABM is confined to members of the spotted fever group 
(SFG), such as Rickettsia rickettsii, the agent of Rocky Mountain 
spotted fever. Infection by each agent induces the polymerization of 
host cell actin to form the typical F ( filamentous) -actin comet 
tail. Assembly of the actin tail propels the pathogen through the 
host cytosol and into cell membrane protrusions that can be engulfed 
by neighboring cells, initiating a new infectious cycle. Little is 
known about the structure and morphogenesis of the Rickettsia 
rickettsii actin tail relative to Shigella and Listeria actin tails. 
In this study we examined the ultrastructure of the rickettsial 
actin tail by confocal, scanning electron, and transmission electron 
microscopy. Confocal microscopy of rhodamine phalloidin-stained 
infected Vero cells revealed the typhus group rickettsiae, 
Rickettsia prowazekii and Rickettsia typhi, to have no actin tails 
and short (apprxl- to 3-mum) straight or hooked actin tails, 
respectively. The SFG rickettsia, R. rickettsii, displayed long 
actin tails (>10 mum) that were frequently comprised of multiple, 
distinct actin bundles, wrapping around each other in a helical 
fashion. Transmission electron microscopy, in conjunction with 
myosin SI subfragment decoration, revealed that the 
individual actin filaments of R. rickettsii tails are >1 mum long, 
arranged roughly parallel to one another, and oriented with the 
fast-growing barbed end towards the rickettsial pole. Scanning 
electron microscopy of intracellular rickettsiae demonstrated R. 
rickettsii to have polar associations of cytoskeletal material and 
R. prowazekii to be devoid of cytoskeletal interactions. By indirect 
immunofluorescence, both R. rickettsii and Listeria monocytogenes 
actin tails were shown to contain the cytoskeletal proteins 
vasodilator-stimulated phosphoprotein profilin, vinculin, and 
filamin. However, rickettsial tails lacked ezrin, paxillin, and 
tropomyosin, proteins that were associated with actin tails of 
cytosolic or protrusion-bound Listeria. The unique ultrastructural 
and compositional characteristics of the R. rickettsii actin tail 
suggest that rickettsial ABM is mechanistically different from 
previously described microbial ABM systems. 
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Heart disease is the most prevalent cause of morbidity and mortality 
in rich countries. Multiple pathogens are epidemiologically linked 
to human heart disease, and autoinf lammatory responses to 
heart-specific epitopes revealed to the host's immune system (e.g., 
due to the cytopathic effects of cardiotropic viruses) or attacked 
by autoaggresive lymphocytes activated by mimicking peptides present 
in bacteria may be causative in the pathogenesis of chronic 
inflammatory cardiomyopathy. The experimental system of murine 
chronic autoimmune myocarditis has been used to analyze aspects of 
the host immune response. This review presents insights gained by 
use of this murine model system into molecular mechanisms governing 
activation of autoaggressive lymphocytes, target organ 
susceptibility, and cardiopathogeriic epitope mapping and discusses 
mimicking endogenous epitopes found in pathogens. 
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Canadian researchers say chlamydia infection can cause 
heart disease by triggering the production of antibodies that attack 
the body's myosin. 
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A comparative study of the actin-based motilities of 
the pathogenic bacteria: Listeria monocytogenes, 
Shigella flexneri and Rickettsia conorii. 
Gouin, E . ; Gantelet, H.; Egile, C; Lasa, I.; Ohayon, 
H.; Villiers, V.; Gounon, P.; Sansonetti, P. J.; 
Cossart, P. (1) 

(1) Unite des Interactions Bacteries-Cellules, 
Institut Pasteur, 25 and 28 Rue du Dr Roux, 75724, 
Paris Cedex 15 France 

Journal of Cell Science, (June, 1999) Vol. 112, No. 
11, pp. 1697-1708. 
ISSN: 0021-9533. 
Article 
English 
English 

Listeria monocytogenes, Shigella flexneri, and Rickettsia conorii 
are three bacterial pathogens that are able to polymerize actin into 
1 comet tail 1 structures and move within the cytosol of infected 
cells. The actin-based motilities of L. monocytogenes and S. 
flexneri are known to require the bacterial proteins ActA and IcsA, 
respectively, and several mammalian cytoskeleton proteins including 
the Arp2/3 complex and VASP (vasodilator-stimulated phosphoprotein) 
for L. monocytogenes and vinculin and N-WASP (the neural 
Wiskott-Aldrich syndrome protein) for'^S. flexneri. In contrast, 
little is known about the motility of R. conorii. In the present 
study, we have analysed the actin-based motility of this bacterium 
in comparison to that of L. monocytogenes and S. flexneri. 
Rickettsia moved at least three times more slowly than Listeria and 
Shigella in both infected cells and Xenopus laevis egg extracts. 
Decoration of actin with the SI subf ragment of myosin in 
infectedcells showed that the comet tails of Rickettsia have a 
structure strikingly different from those of L. monocytogenes or S. 
flexneri. In Listeria and Shigella tails, actin filaments form a 
branching network while Rickettsia tails display longer and not 
cross-linked actin filaments. Immunofluorescence studies revealed 
that the two host proteins, VASP and alpha-actinin colocalized with 
actin in the tails of Rickettsia but neither the Arp2/3 complex 
which we detected in the Shigella actin tails, nor N-WASP, were 
detected in Rickettsia actin tails. Taken together, these results 
suggest that R. conorii may use a different mechanism of actin 
polymerization. 
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AB Chlamydia infections are epidemiologically linked to human 

heart disease. A peptide from the murine heart muscle-specific alpha 

myosin heavy chain that has sequence homology to the 

60-kilodalton cysteine-rich outer membrane proteins of 

Chlamydia pneumoniae, C. psittaci, and C. trachomatis was 

shown to induce autoimmune inflammatory heart disease in mice. 

Injection of the homologous Chlamydia peptides into mice 

also induced perivascular inflammation, fibrotic changes, and blood 

vessel occlusion in the heart, as well as triggering T and B cell 

reactivity to the homologous endogenous heart muscle-specific 

peptide. Chlamydia DNA functioned as an adjuvant in the 

triggering of peptide-induced inflammatory heart disease. Infection 

with C. trachomatis led to the production of autoantibodies to heart 

muscle-specific epitopes. Thus, Chlamydia -mediated heart 

disease is induced by antigenic mimicry of a heart muscle-specific 

protein. 
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AB Coxiella burnetii, an obligate intracellular bacterium which 
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survives in myeloid cells, causes Q fever in humans. We previously 
demonstrated that virulent C. burnetii organisms are poorly 
internalized by monocytes compared to avirulent variants. We 
hypothesized that a differential mobilization of the actin 
cytoskeleton may account for this distinct phagocytic behavior. 
Scanning electron microscopy demonstrated that virulent C. burnetii 
stimulated profound and polymorphic changes in the morphology of 
THP-1 monocytes, consisting of membrane protrusions and polarized 
projections. These changes were transient, requiring 5 min to reach 
their maximum extent and vanishing after 60 min of incubation. In 
contrast, avirulent variants of C. burnetii did not induce any 
significant changes in cell morphology. The distribution of 
filamentous actin (F-actin)- was then studied with a specific probe, 
bodipy phallacidin. Virulent C. burnetii induced a profound and 
transient reorganization of F-actin, accompanied by an increase in 
the F-actin content of THP-1 cells. F-actin was colocalized with 
myosin in cell protrusions, suggesting that actin 
polymerization and the tension of actin-myosin filaments 
play a role in C. burnetii-induced morphological changes. In 
addition, contact between the cell and the bacterium seems to be 
necessary to induce cytoskeleton reorganization. Bacterial 
supernatants did not stimulate actin remodeling, and virulent C. 
burnetii organisms were found in close apposition with F-actin 
protrusions. The manipulation of the actin cytoskeleton by C. 
burnetii may therefore play a critical role in the internalization 
strategy of this bacterium. 
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New labelled conjugate (I) comprises at least one label attached to 
a functional surrogate of an analyte of interest (A) where the 
limiting amount of an affinity receptor for the analyte; (I) 
exhibits an activity that is altered upon interaction with the 
affinity receptor and this activity can be measured and related to 
the amount of (A) present in a sample. Methods of determining the 
presence of absence of an analyte (A) in a sample by using (I) in an 
affinity assay are claimed (see 1 1 PREFERRED METHODS' 1 ). A functional 
surrogate (II) of an analyte of interest (A) and comprising a 
peptide having an immunoreactive group that allows the surrogate to 
compete effectively and (A) for a limiting amount of its affinity 
receptor is new. 

USE - Functional surrogates are able to mimic naturally 
occurring analytes. They can be labelled for use in standard 
competitive affinity assays (esp. homogenous immunoassaysl kits 
provided) for detecting large macromolecules such as polypeptides, 
polysaccharides, polynucleotides, glycoproteins and lipid-containing 
macromolecules, as well as small haptens. Typical diagnostic 
analytes for detection include cardiac or tumour markers, allergens, 
hormones related to fertility-pregnancy or analytes associated with 
infectious disease. In particular, the assays are useful for 
detecting ferritin, follicle stimulating hormone, human growth 
hormone, immunoglobulin E, prolactin, ^parathyroid hormone, human 
placental lactogen, hepatitis antigens or antibodies against them, 
human chorionic gonadotropin, human luteinising hormone, 
cytomegalovirus, Chlamydia, Streptococcus a, rubella, 
toxoplasma, herpes virus, DK-MB, myoglobin, myosin light 
chain, troponin, carcinoembryonic antigen, alpha-fetoprotein, 
prostate-specific antigen and CA125 (a tumour market) . 

ADVANTAGE - Large macromolecular antigens (i.e. of mol. wt . 
greater than 100000 Da) which are difficult to detect using 
homogenous immunoassay techniques (e.g. due to scarcity, 
unavailability, undesirable size) can^be detected more readily when 
the functional surrogates (mol. wt . less than 200 Da) are used as 
labelled competitors. Also, it is not necessary to know the sequence 
of the analyte because surrogates can be selected from a random 
library on th basis of affinity, rather than having to be designed 
based on sequence homology. Accordingly, previously unknown epitopes 
of an analyte can be identified. 
Dwg.0/0 

FILE 'CAPLUS' ENTERED AT 14:27:27 ON 15 MAY 2002 
L6 6 S LI AND PCACPNM? 

L7 4 S L6 NOT L3 



L7 ANSWER 1 OF 4 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 2001:833541 CAPLUS 

DOCUMENT NUMBER: 135:367765 

TITLE: Chlamydia antigens and corresponding 



Searcher 



Shears 308-4994 



09/869433 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



DNA fragments and their uses for DNA or 
immunogen vaccination against Chlamydia 
infection 

Murdin, Andrew D.'; Oomen, Raymond P.; Wang, 
Dunn, Pamela 

Aventis Pasteur Limited, Can. 



Joe; 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

1 



355 pp. 



PATENT NO. 



KIND DATE 



-APPLICATION NO. 



DATE 



WO 2001085972 


A2 


20011115 




WO 2001-CA653 




20010508 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, BB, 


BG, BR, 


BY, 


BZ, CA, 


CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, DZ, 


EC, EE, 


ES, 


FI, GB, 


GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, IS, 


JP, KE, 


KG, 


KP, KR, 


KZ, 




LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, MD, 


MG, MK, 


MN, 


MW, MX, 


MZ, 




NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, SG, 


SI, SK, 


SL, 


TJ, TM, 


TR, 




TT, 


TZ, 


UA, 


UG, 


US, 


uz, 


VN, 


YU, ZA, 


ZW, AM, 


AZ, 


BY, KG, 


KZ, 




MD, 


RU, 


TJ, 


TM 


















RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, SZ, 


TZ, UG, 


ZW, 


AT, BE, 


CH, 




CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, IE, 


IT, LU, 


MC, 


NL, PT, 


SE, 




TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, GN, 


GW, ML, 


MR, 


NE, SN, 


TD, 


PRIORITY APPLN. 


INFO, 












US 2000- 


202672P 


P 


20000508 




















US 2000- 


207852P 


P 


20000530 




















US 2000- 


211796P 


P 


20000616 




















US 2000- 


211797P 


P 


20000616 




















US 2000- 


211798P 


P 


20000616 




















US 2000- 


211801P 


P 


20000616 




















US-,2000- 


212044P 


P 


20000616 




















US 2000- 


235335P 


P 


20000926 




















US 2000- 


235361P 


P 


20000926 




















US 2000- 


235398P 


P 


20000926 





AB The present invention provides ten nucleic acids, their encoded 

proteins, and vectors for a method of nucleic acid, including DNA, 
immunization of a host, including humans, against disease caused by 
infection by a strain of Chlamydia, specifically C 
. pneumoniae. The method employs a vector contg. a 
nucleotide sequence encoding a polypeptide of a strain of 
Chlamydia pneumoniae operably linked to a promoter to effect 
expression of the gene product in the host. The polypeptides are 
derived from C. pneumoniae and are selected from 
an ATP-binding cassette protein, a secretory locus ORF, an 
endopeptidase, a protease, a metalloprotease, CLP protease ATPase, a 
CLP protease subunit, a transglycosylase/transpeptidase, a CLPc 
protease, and thioredoxin. Modifications are possible within the 
scope of this invention. 
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AB The present invention provides nucleic acids, proteins and vectors 

for a method of nucleic acid, including DNA, immunization of a host, 

including humans, against disease caused by infection by a strain of 

Chlamydia, specifically C. pneumoniae. 

The transmembrane protein gene is amplified from C. 

pneumonia strain CWL029 by PCR and cloned into the 

pCA-Myc-His eukaryotic expression vector with transcription under 

control of the human cytomegalovirus promoter. The method employs a 

plasmid vector contg. a nucleotide sequence encoding a transmembrane 

protein of a strain of Chlamydia pneumoniae and a promoter 

to effect expression of the transmembrane protein gene product in 

the host. DNA immunization of mice with the plasmid vector achieves 

protection against an intranasal challenge of C. 

pneumoniae . 
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AB The present invention provides nucleic acids, proteins and vectors 

for a method of nucleic acid, including DNA, immunization of a host, 
including humans, against disease caused by infection by a strain of 
Chlamydia, specifically C. pneumoniae. 

The glutamate-binding protein gene is amplified from C. 
pneumonia strain CWL029 by PCR and cloned into the 
pCA-Myc-His eukaryotic expression vector with transcription under 
control of the human cytomegalovirus promoter. The method employs a 
plasmid vector contg. a nucleotide sequence encoding a 
glutamate-binding protein of a strain of Chlamydia 
pneumoniae and a promoter to effect expression of the 
glutamate-binding protein gene product in the host. DNA 
immunization of mice with the plasmid-vector achieves protection 
against an intranasal challenge of C. pneumoniae 
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AB The present invention provides nucleic acids, proteins and vectors 

for a method of nucleic acid, including DNA, immunization of a host, 
including humans, against disease caused by infection by a strain of 
Chlamydia, specifically C. pneumoniae. 

The method employs a vector contg. a nucleotide sequence encoding an 
ATP-binding cassette of a strain of Chlamydia pneumoniae 
and a promoter to effect expression of the ATP-binding cassette gene 
product in the host. Modifications are possible within the scope of 
this invention. 
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NOVELTY - A vaccine (I) comprising a vector having a sequence (SS) 
of ATP binding cassette gene, secretary locus open reading frame 
gene, endopeptidase gene, protease gene, metal or protease gene, CLP 
protease ATPase gene, CLP protease subunit gene, 
transglycolase/transpeptidase gene, CLPc protease gene, or 
thioredoxin gene of Chlamydia penumoniae, or a polypeptide 
(PP) encoded by the sequence, is new. 

DETAILED DESCRIPTION - A vaccine (I) comprising a vector having 
a sequence (SS) of ATP binding cassette gene, secretary locus open 
reading frame gene, endopeptidase gene, protease gene, metal or 
protease gene, CLP protease ATPase gene, CLP protease subunit gene, 
transglycolase/transpeptidase gene, CLPc protease gene, or 
thioredoxin gene of Chlamydia penumoniae, or a polypeptide 
(PP) encoded by the sequence, is new.- (I) comprising a vector has a 
sequence (SS) selected from: 

(a) a 1787 (ATP binding cassette gene), 1226 (secretary locus 
open reading frame gene), 1232 (endopeptidase gene), 2060 (protease 
gene), 1133 (metal or protease gene), 1466 (CLP protease ATPase 
gene), 1812 (CLP protease subunit gene), 2162 

(transglycolase/transpeptidase gene), 2738 (CLPc protease gene) or 
509 (thioredoxin gene) base pair sequence (SI), all fully defined in 
the specification; 

(b) a nucleic acid sequence which encodes a polypeptide encoded 
by (SI); 

(c) a nucleic acid sequence (S2) which encodes a polypeptide 
which is at least 75 % identical to the polypeptide encoded by (SI); 

(d) a nucleic acid sequence which encodes a 528, 341, 344, 619, 
421, 203, 653, 845 or 102 residue amino acid sequence (S3), fully 
defined in the specification; and 

(e) a nucleic acid sequence which has been modified to encode a 
modified polypeptide, where the modified polypeptide retains 
immunogenicity and is at least 75 % identical to the corresponding 
polypeptide encoded by (a), (b) or (d) , where each of the nucleic 
acid is capable of being expressed. 

Alternatively, (I) comprises a vector having: 

(a) a nucleotide sequence comprising 36 consecutive nucleotides 
for (SI), a nucleotide sequence encoding an immunogenic fragment, 
comprising at least 12 consecutive amino acids from (S3), or a 
nucleotide sequence modified to encode a modified polypeptide having 
75 % identity to amino acid sequence to the fragment of the above 
nucleotide sequences; 

(b) a nucleotide sequence encoding a fusion protein comprising 
a first polypeptide encoded by (SI) or its fragment, and a second 
polypeptide; 

(c) a fusion protein comprising PP or its fragments and a 
second polypeptide; or 

(d) a nucleotide sequence encoding a polypeptide, or the 
polypeptide having one of 33 8-17 residue amino acid sequences (S5), 
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all fully defined in the specification. - 

(S5) is e.g. ValHisHisThrLeuArgGluSerTyrLysLysGlyThrProPro, 
TrpIleAlaGluTyrValSerProVal, LeuLeuIleGluAspMetThrLeuIle, 
LysLeuSerSerLeuIleProGlyLeu, or AlalleTyrArpThrlleArgPheLeu. 

INDEPENDENT CLAIMS are also included for the following: 

(1) a pharmaceutical composition (PC) comprising (I) under 
carrier; 

(2) a fusion protein (II) comprising PP or its fragments and a 
second polypeptide; 

(3) an antibody (Ab) specific to (II); 

(4) a commercial package comprising (SS) or its fragments, PP 
or its fragments, and instructions for use in eliciting an immune 
response in a mammal; 

(5) expression plasmid pCACPNM213, pCACPNM882 
, pCACFNM208, pCACFNM1096, pCACFNM1097 

, pCACFNM908, pCACFNM909, pCACPNM440, 
pCACPNM459 or pCACPNM708. 

ACTIVITY - Antibacterial. 

MECHANISM OF ACTION - Vaccine. 

Groups of 7-9 week old male Balb/c mice were immunized 
intramuscularly plus intranasally with plasmid DNA namely 
pCACPNM882 containing each of the Chlamydia 

pneumoniae protein gene anesthetized mice were aspirated 50 micro 1 
of phosphate buffered saline (PBS) containing 50 micro g DNA on 
three occasions at 0, 3 and 6 weeks. At week 8, immunized mice were 
inoculated intranasally with 5 multiply 105 infection forming units 
(IFU) of C. pneumoniae, strain AR39 in 100 micro 
1 of SPG buffer to test their ability to limit the growth of a 
sublethal C. pneumoniae challenge. Lungs were 

taken from mice at day 9 post-challenge and immediately homogenized 
in SPG buffer. The homogenase was stored frozen at -70 deg. C until 
assay. Dilutions of the homogenate were assayed for the presence of 
infectious Chlamydia by inoculation onto monolayers of 
susceptible cells. The results showed that mice immunized 
intranasally and intramuscularly with pCACPNM882 had 
chlamydial lung titers less than 73000 in 4 of 6 cases at day 9 
whereas the range of values for control mice sham immunized with 
saline was 56000-424000 IFU/lung at day 9. DNA immunization was not 
responsible for the observed protective effect since another plasmid 
DNA construct, pCACPNM647, failed to protect, with lung 
titers in immunized mice similar to those obtained for 
saline-immunized control mice. 

USE - (I), (II) or Ab is useful for treating or preventing 
Chlamydia infection. (Ill) and (IV) is useful for diagnosing 
the presence of Chlamydia in a biological sample. Ab or 
(IV) is useful for purifying a polypeptide by antibody-based 
affinity chromatography. 
Dwg.0/40 
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NOVELTY - A transmembrane polypeptide from Chlamydia, 

preferably C. pneumoniae comprising a 57 9 

residue amino acid sequence, fully defined in the specification, an 
immunogenic fragment of at least 12 consecutive amino acids of SI, 
or a polypeptide modified without loss of immunogenicity and having 
at least 75 % identity to them, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a nucleic acid molecule (II) comprising a sequence encoding 

(I) , a 1940 nucleotide sequence (S2), fully defined in the 
specification, a sequence encoding a polypeptide encoded by S2, a 
sequence comprising at least 38 consecutive nucleotides of them, or 
a sequence encoding a polypeptide having at least 75 % identity to a 
polypeptide encoded by S2; 

(2) a nucleic acid molecule (Ila) comprising a sequence which 
is antisense to (II); 

(3) a nucleic acid molecule (lib) comprising a sequence 
encoding a fusion protein (FP) comprising a polypeptide encoded by 

(II) and a second polypeptide; 

(4) a vaccine (Ilia) comprising a vaccine vector and at least 
one first nucleic acid encoding (I) or FP, which is capable of being 
expressed, and optionally the vaccine comprises a second nucleic 
acid encoding and capable of expressing an additional polypeptide 
which enhances the immune response to the polypeptide expressed by 
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the first nucleic acid; 

(5) a vaccine (Illb) comprising (II) -(lib) and a vaccine 
vector, where (II) -(lib) is expressed as a polypeptide, and 
optionally the vaccine comprises a second nucleic acid encoding an 
additional polypeptide which enhances the immune response to the 
polypeptide expressed by (II) -(lib); 

(6) a pharmaceutical composition (PC) comprising (Il)-(IIb), 
(Ilia) or (Illb); 

(7) a unicellular host (IV) transformed with (II) -(lib); 

(8) an isolated nucleic acid probe of 5-100 nucleotides which 
hybridizes under stringent conditions to S2, or its complement or 
antisense sequence; 

(9) an isolated primer of 10-40 nucleotides which hybridizes 
under stringent conditions to S2, or its complement or antisense 
sequence; 

(10) a polypeptide (la) encoded by (II) - (lib); 

(11) a fusion protein (FP) comprising (I) or (la), and a second 
polypeptide; 

(12) producing (I) and FP; 

(13) an antibody (Ab) against (I) or FP; 

(14) a vaccine (IIIc) comprising (I), a polypeptide encoded by 
(II), or FP comprising (I) and a second polypeptide, and optionally 
comprising an additional polypeptide which enhances the immune 
response to the first polypeptide; 

(15) a vaccine (Hid) comprising at least one first polypeptide 
selected from (I) or FP, and optionally comprising an additional 
polypeptide which enhances the immune response to the first 
polypeptide; 

(16) a pharmaceutical composition comprising (I), FP, (IIIc) or 

Ab; 

(17) a diagnostic kit comprising instructions for use and a 
component selected from (I), (II), FP" and Ab; 

(18) identifying (I) or FP which induces an immune response 
effective to prevent or lessen the severity of Chlamydia 
infection in a mammal previously immunized with polypeptide, by 
immunizing a mouse with (I) or FP, and inoculating the immunized 
mouse with Chlamydia, where (I) or FP are identified; 

(19) an expression plasmid pCACPNM643 given in the 
specification; 

(20) a nucleic acid molecule comprising a sequence {SI); and 

(21) a peptide comprising a sequence (S8) . 

(57) is ataagaatgcggccgccaccatgcagaagcatccttccttttatc or 
gcgccggatcccagagtcttgcagacgggg . 

(58) is AlaLysTyrArgLysLysGlnGluAlaSerValLysLysTyrGln or 
TyrLeuPhePheProGlyTyrTyrThr . 

ACTIVITY - Antibacterial. 

MECHANISM OF ACTION - Vaccine (claimed); gene therapy. 

Groups of 7-9 week old male Balb/c mice (8-10 per group) were 
immunized intramuscularly (i.m.) and intranasally (i.n.) with 
plasmid DNA containing Chlamydia pneumoniae transmembrane 
protein gene. Saline or plasmid vector lacking an inserted 
Chlamydial gene was given to groups of control animals. At week 8, 
immunized mice were inoculated i.n. with 5 multiply 105 infection 
forming units (IFU) of C. pneumoniae strain AR39 
to test their ability to limit the growth of a sublethal C 
. pneumoniae challenge. Lungs were taken from mice at day 
9 post-challenge and immediately homogenized for analyzing the 
presence of Chlamydial inclusions using convalescent sera from 



Searcher 



Shears 308-4994 



09/869433 



rabbits infected with C. pneumoniae and 

metal-enhanced DAB as a peroxidase substrate. The results showed 
that mice immunized with pCACFNM643 had Chlamydial lung 
titers less than 60000 in 5/6 cases at day 9 (mean 37993), and 
values for control mice sham immunized with saline was 53100-315200 
IFU/lung (mean 141593) at day 9. 

USE - (I), (II) , (III), PC and Ab are useful for preventing or 
treating Chlamydia infection. (I), (II) and Ab are useful 
for detecting Chlamydia infection, by assaying a body 
fluid of a mammal to be tested (claimed) . (I) and (II) are useful as 
vaccines. The probes are used in diagnostic tests as capture or 
detection probes and in hybridization techniques, and primers are 
useful in amplification techniques for use in diagnostic methods. 
(I) is useful for detecting the presence of anti-Chlamydia 
antibodies in blood sample. 
Dwg. 0/4 
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NOVELTY - An isolated glutamate binding protein (I) from 
Chlamydia, especially C. pneumoniae 

having a 250 residue amino acid sequence (SI), fully defined in the 
specification, its immunogenic fragment comprising at least 12 
consecutive amino acids or a polypeptide which has been modified 
without loss of immunogenicity and which has 75 % sequence identity 
to (I) , is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a nucleic acid molecule (II) comprising a nucleic acid 
sequence chosen from a sequence which encodes (I), a 953 base pair 
sequence (S2) , fully defined in the specification, a sequence which 
encodes a polypeptide encoded by (S2) , a sequence comprising 38 
consecutive nucleotides from (II) and a sequence which encodes a 
polypeptide which is 75 % identical in amino acid sequence to the 
polypeptide encoded by (S2); 

(2) a nucleic acid molecule (III) comprising a nucleic acid 
sequence which is anti-sense to (II); 

(3) a fusion protein (IV) comprising (I) and a second 
polypeptide; 

(4) a nucleic acid molecule (V) comprising a nucleic acid 
sequence which encodes (IV); 

(5) a nucleic acid molecule chosen from (II), (III) and (V) 
operatively linked to one or more expression control sequences; 

(6) a vaccine (VI), comprising: 

(a) a vaccine vector and any one'of the above nucleic acids, 
where each nucleic acid is capable of being expressed and the 
vaccine optionally comprises a second nucleic acid encoding and 
capable of expressing an additional polypeptide which enhances the 
immune response to the polypeptide expressed by the nucleic acid; or 

(b) (I) or (IV), optionally comprising an additional 
polypeptide which enhances the immune response to (I) or (IV); 

(7) a unicellular host (VII) transformed with (II), (III) or 

(V); 

(8) an isolated nucleic acid "probe of 5-100 nucleotides which 
hybridizes under stringent conditions^to (II), its complement or 
anti-sense sequence; 

(9) an isolated primer of 10-40 nucleotides which hybridizes 
under stringent conditions to (II), its complement or anti-sense 
sequence; 

(10) a polypeptide encoded by (II) or (V) ; 

(11) producing (I) or (IV), comprising culturing (VII); 

(12) an antibody (VIII) against (I) or (IV); 

(13) a pharmaceutical composition (IX) comprising (II), (III), 
(V), (I), (VI) or (VIII); 

(14) a diagnostic kit comprising-instructions for use and (II), 
(III), (V), (I), (IV) or (VIII); 

(15) identifying (I) or (IV) which induces an immune response 
effective to prevent or lessen the severity of Chlamydia 
infection in a mammal previously immunized with polypeptide, by 
immunizing a mouse with (I) or (IV) and inoculating the immunized 
mouse with Chlamydia, where (I) or (IV) which prevents or 
lessens the severity of Chlamydia infection in the 

immunized mouse compared to a non-immunized control mouse is 
identified; 

(16) expression plasmid pCACPNM653 containing the 
glutamate binding protein gene; 
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(17) a nucleic acid molecule of sequence (S7); and 

(18) a peptide having the sequence (S8) . 

(S7) is ATAAGAATGCGGCCGCCACCATGAAGATAAAATTTTCTTGGAAGG or 
GCGCCGGATCCCGGGAAGACGATACCGCTGTTTT. (S8) is 

GluAsnLeuAspAspLysLysThrGlnGly, LysThrArgArgSerGlyLysTyrAspAlalleLys 
GlnArgTyrArgLeuPro, AlaLeuLeuAlaProVallleGluVal or 
PheLeuAsnAspLeuValSerGluIle . 

ACTIVITY - Antibiotic. 

MECHANISM OF ACTION - Vaccine. 

The effect of C. pneumoniae glutamate 
binding protein gene in protecting mice against an intranasal 
challenge of C. pneumoniae was studied. Strain 
AR-39 Grayston et al (1990) Journal of Infectious Diseases 
161:618-625 was used in Balb/c mice as a challenge infection model 
to examine the capacity of Chlamydia gene products 
delivered as naked DNA to elicit a protective response against a 
sublethal C. pneumoniae lung infection. 

Protective immunity was defined as an accelerated clearance of 
pulmonary infection. Groups of 7-9 week old male Balb/c mice were 
immunized intramuscularly (i.m.) plus intranasally (i.n.) with 
plasmid DNA containing the C. pneumoniae 

glutamate binding protein gene (pCACPNM653) . Saline or the 
plasmid vector lacking an inserted chlamydial gene was given to 
groups of control animals. For i.m. immunization, alternate left and 
right quadriceps were injected with 100 micro g of DNA in 50 micro 1 
of phosphate buffered saline (PBS) on three occasions at 0, 3 and 6 
weeks. For i.n. immunization, anesthetized mice were aspirated 50 
micro 1 of PBS containing 50 micro g DNA on three occasions at 0, 3 
and 6 weeks. At week 8, immunized mice were inoculated i.n. with 5 
multiply 105 infection forming units (IFU) of C. 
pneumoniae, strain AR39 in 100 micro 1 of SPG buffer to test 
their ability to limit the growth of a sublethal C. 
pneumoniae challenge. Lungs were taken from mice at day 9 
post-challenge and immediately homogenized. Dilutions of the 
homogenate were assayed for the presence of infectious 
Chlamydia. The results showed that the mice immunized i.n. 
and i.m. with pCACPNM653 had chlamydial lung titers less 
than 60000 in 4 of 6 cases at day 9 and for control mice sham 
immunized with saline the value was 53100-315200 IFU/lung at day 9. 

USE - (I)-(V) and (VIII) are useful for detecting 
Chlamydia infection by assaying a body fluid of a mammal 
with the components (claimed) . (VI) and (IX) are useful for 
preventing or treating Chlamydia infection (claimed), in 
mammals, such as humans. The nucleic acid molecules are useful for 
producing (I), in the construction of vaccine vectors such as 
poxviruses, which are further useful for preventing and/or treating 
Chlamydia infection and in the construction of attenuated 
Chlamydia strains that can over-express the nucleic acid 
molecules or express it in a non-toxic, mutated form. (VI) is 
effective in preventing and/or treating Chlamydia 

infection for e.g. infection caused by C. trachomatis, C. psittaci, 
C. pneumoniae or C. pecorum. Probes which 

hybridize to (II) are useful in diagnostic tests, as capture of 
detection probes. (VIII) is useful in affinity chromatography for 
purifying (I) and in prophylactic or therapeutic passive 
immunization methods. 
Dwg. 0/4 
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NOVELTY - An isolated ATP-binding cassette polypeptide (I) from 
Chlamydia, especially C. pneumoniae 

having a 532 residue amino acid sequence (SI), fully defined in the 
specification, its immunogenic fragment comprising at least 12 
consecutive amino acids or a polypeptide which has been modified 
without loss of immunogenicity and which has 75 % sequence identity 
to (I) , is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a nucleic acid molecule (II) comprising a nucleic acid 
sequence chosen from a sequence which-encodes (I), a 17 99 base pair 
sequence, fully defined in the specification, a sequence which 
encodes a polypeptide encoded by (S2), a sequence comprising 38 
consecutive nucleotides from (II) and a sequence which encodes a 
polypeptide which is 75 % identical in amino acid sequence to the 
polypeptide encoded by (S2); 

(2) a nucleic acid molecule (III) comprising a nucleic acid 
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sequence which is anti-sense to (II); 

(3) a fusion protein (IV) comprising (I) and a second 
polypeptide; 

(4) a nucleic acid molecule (V) comprising a nucleic acid 
sequence which encodes (IV) ; 

(5) a nucleic acid molecule chosen from (II), (III) and (V) 
operatively linked to one or more expression control sequences; 

(6) a vaccine (VI), comprising: 

(a) a vaccine vector and (II), (III) or (V), where each nucleic 
acid is capable of being expressed and the vaccine optionally 
comprises a second nucleic acid encoding and capable of expressing 
an additional polypeptide which enhances the immune response to the 
polypeptide expressed by the nucleic acid; or 

(b) (I) or (IV), optionally comprising an additional 
polypeptide which enhances the immune response to (I) or (IV); 

(7) a unicellular host (VII) transformed with any one of the 
above nucleic acids; 

(8) an isolated nucleic acid probe of 5-100 nucleotides which 
hybridizes under stringent conditions to (II), its complement or 
anti-sense sequence; 

(9) an isolated primer of 10-40 nucleotides which hybridizes 
under stringent conditions to (II), its complement or anti-sense 
sequence; 

(10) a polypeptide encoded by (II) or (V) ; 

(11) producing (I) or (IV); 

(12) an antibody (VIII) against (I) or (IV); 

(13) a pharmaceutical composition (IX) comprising (II), (III), 
(V), (I), (VI) or (VIII); 

(14) a diagnostic kit comprising instructions for use and (II), 
(III), (V), (I), (IV) or (VIII); 

(15) identifying (I) or (IV) which induces an immune response 
effective to prevent or lessen the severity of Chlamydia 
infection in a mammal previously immunized with polypeptide, by 
immunizing a mouse with (I) or (IV) and inoculating the immunized 
mouse with Chlamydia, where (I) or (IV) which prevents or 
lessens the severity of Chlamydia infection in the 

immunized mouse compared to a non-immunized control mouse is 
identified; 

(16) expression plasmid pCACPNM209 containing the 
ATP-binding cassette gene, as shown in the specification; 

(17) a nucleic acid molecule of sequence 
ATAAGAATGCGGCCGCCACCATGCGCAAGATATCAGTGGGAATC or 
GCGCCGGATCCCATTTTCCTTAGCATAACGGAAGTCC ; and 

(18) a peptide having the sequence (la) 

(la) is AsnlleHisSerTyrProGluHisGlnLysGlnGluMetAlaGlnArgGlnAlaT 
yrAlaLysLys, GlnAsnlleGluGlnGluGlnAspHisGlnLysArgSerGlu or 
ArgLeuLeuSerGluIleSerLeuVal . 

ACTIVITY - Antibiotic. 

MECHANISM OF ACTION - Vaccine. 

The effect of C. pneumoniae ATP-binding 
cassette gene in protecting mice against an intranasal challenge of 
C. pneumoniae was studied. Strain AR-39 Grayston 

et al (1990) Journal of Infectious Diseases 161:618-625 was used in 

Balb/c mice as a challenge infection model to examine the capacity 

of Chlamydia gene products delivered as naked DNA to 

elicit a protective response against a sublethal C. 

pneumoniae lung infection. Protective immunity was defined 

as an accelerated clearance of pulmonary infection. Groups of 7-9 
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week old male Balb/c mice were immunized intramuscularly (i.m.) plus 
intranasally (i.n.) with plasmid DNA containing the C. 
pneumoniae ATP-binding cassette gene (pCACPNM209) . 

Saline or the plasmid vector lacking an inserted chlamydial gene was 
given to groups of control animals. For i.m. immunization, alternate 
left and right quadriceps were injected with 100 micro g of DNA in 
50 micro 1 of phosphate buffered saline (PBS) on three occasions at 
0, 3 and 6 weeks. For i.n. immunization, anesthetized mice were 
aspirated 50 micro 1 of PBS containing 50 micro g DNA on three 
occasions at 0, 3 and 6 weeks. At week 8, immunized mice were 
inoculated i.n. with 5 multiply 105 infection forming units (IFU) of 
C. pneumoniae, strain AR39 in 100 micro 1 of SPG 
buffer to test their ability to limit the growth of a sublethal 
C. pneumoniae challenge. Lungs were taken from 

mice at day 9 post-challenge and immediately homogenized. Dilutions 
of the homogenate were assayed for the presence of infectious 
Chlamydia. The results showed that the mice immunized i.n. 
and i.m. with pCACPNM209 had chlamydial lung titers less 
than 61000 in 4 of 6 cases at day 9 and for control mice sham 
immunized with saline the value was 61100-300500 IFU/lung at day 9. 

USE - (I)-(V) and (VIII) are useful for detecting 
Chlamydia infection by assaying a body fluid of a mammal 
with the components. (VI) and (IX) are useful for preventing or 
treating Chlamydia infection (claimed), in mammals, such 
as humans. The nucleic acid molecules are useful for producing (I), 
in the construction of vaccine vectors such as poxviruses, which are 
further useful for preventing and/or treating Chlamydia 
infection and in the construction of attenuated Chlamydia 
strains that can over-express the nucleic acid molecules or express 
it in a non-toxic, mutated form. (VI) is effective in preventing 
and/or treating Chlamydia infection, e.g. infection caused 
by C. trachomatis, C. psittaci, C. pneumoniae or 

C. pecorum. Probes which hybridize to (II) are useful in diagnostic 
tests, as capture of detection probes. (VIII) is useful in affinity 
chromatography for purifying (I) and in prophylactic or therapeutic 
passive immunization methods. 
Dwg.0/4 
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NOVELTY - Nucleic acids (NAM1) encoding a 76 kDa protein (PEP1) from 
Chlamydia pneumoniae, is new. NAM1 and PEP1 have defined 
nucleotide and amino acid sequences ((I)-(VIII)) given in the 
specification. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following: 

(1) a nucleic acid molecule (NAM1) comprising a nucleic acid 
sequence which encodes a polypeptide selected from: 

(a) one of 3 defined amino acid sequences {(I) -(III)) given in 
the specification; 

(b) a immunogenic fragment comprising at least 12 consecutive 
amino acids from (I) -(III); and 

(c) the polypeptides of (a) and "(b) which have been modified to 
improve their immunogenicity (the modified polypeptide is at least 
75% identical in sequence to the corresponding polypeptides of (a) 
and (b) ; 

(2) a nucleic acid molecule (I 1 ) comprising a sequence 
antisense to NAM1; 

(3) a nucleic acid molecule (NAM2) which encodes a fusion 
protein that comprises a polypeptide encoded by NAM1 and an 
additional polypeptide; 

(4) a vaccine (VAC1) comprising NAM1 and/or NAM 2 and a vaccine 
vector (each nucleic acid molecule isexpressed as a polypeptide and 
the vaccine may comprise additional nucleic acids encoding other 
polypeptides which enhance the immune response to the polypeptide 
expressed from NAM1 and/or NAM2) ; 

(5) a unicellular host (UCH) transformed with NAM1 and NAM 2 
operatively linked to at least 1 expression control sequence; 

(6) a nucleic acid probe of 5-100 nucleotides which hybridizes 
under stringent conditions to (I) (or homolog, complementary or 
antisense sequences of (I)); 
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(7) a polypeptide (PEPl) encoded by NAM1 or NAM2; 

(8) a fusion polypeptide (PEP2) comprising PEPl and an 
additional polypeptide; 

(9) a method for producing PEPl comprising culturing UCH; 

(10) an antibody (Ab) against PEPl and/or PEP2 ; 

(11) a vaccine (VAC2) comprising PEPl and/or PEP2 (the vaccine 
may comprise additional polypeptides which enhance the immune 
response to PEPl and/or PEP2); 

(12) a diagnostic kit comprising NAM1, NAM2, PEPl, PEP2 and/or 
Ab and instructions for use; 

(13) a method for identifying polypeptides (either PEPl or PEP) 
which induce an immune response that prevents or reduces the 
severity of Chlamydia infections in mammals previously 

immunized with the polypeptide, comprising: 

(a) immunizing a mouse with the polypeptide; and 

(b) inoculating the immunized mouse with Chlamydia 

(the polypeptide which prevents or lessens the severity of the 
Chlamydia infection in the immunized mouse compared to a 
non-immunized control mouse is identified) ; 

(14) an expression plasmid selected from pCACFNM555a, 
pCAI555, pCAD7 6kDa; and 

(15) an isolated 7 6 kDa protein (PEP3) from Chlamydia 

ACTIVITY - Bactericidal. 
MECHANISM OF ACTION - Vaccine. 

Mice immunized intranasally and intramuscularly with 
pCACPNM555a had Chlamydial lung titers less than 30000 
IFU/lung in 5 of 6 cases at day 9 the range of values for control 
mice sham immunized with saline were 20800-323300 IFU/lung. 

USE - NAM1, NAM2, PEPl, PEP2, VAC1, VAC 2 and Ab may be used as 
antigens for preventing and treating Chlamydia infection 
by vaccination. NAM1, NAM2, PEPl, PEP2 and Ab may also be used to 
detect Chlamydia infection in mammals by using them to 
assay body fluid (claimed) (e.g. in DNA hybridization assays and 
immunoassays) . 
Dwg. 0/9 
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A functional promoter for the chemokine receptor CCR5 is provided. 
The invention provides a nucleic acid sequence for the promoter 
and methods of reducing inflammation and susceptibility to HIV 
infection by suppressing the activity of the promoter. 



PC 



4 Drawing Page(s) 



INCL 



NCL 



INCLM: 435/006.000 

INCLS: 435/069.100; 435/320.100; 536/023.100; 536/024.100; 

536/024.300; 536/024.310; 536/024.330; 536/024.500 
NCLM: 435/006.000 

NCLS: 435/069.100; 435/320.100; 536/023.100; 536/024.100; 

536/024.300; 536/024.310; 536/024.330; 536/024.500 



L20 ANSWER 2 OF 22 USPATFULL 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



2002: 84 902 USPATFULL 

Nucleic acids, proteins and antibodies 

Rosen, Craig A., Laytonsville, MD, UNITED STATES 

Ruben, Steven M., Olney, MD, UNITED STATES 



NUMBER 



KIND 



DATE 



Searcher 



Shears 308-4994 



09/869433 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO.: 



US 2002044941 Al 20020418 

US 2001-925302 Al 20010810 

Continuation-in-part of Ser. No. 
filed on 8 Mar 2000, UNKNOWN 



(9) 

WO 2000-US5918, 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 1999-124270P 19990312 (60) 

Utility 

APPLICATION 

HUMAN GENOME SCIENCES INC, 9410 KEY WEST AVENUE, 

ROCKVILLE, MD, 20850 

23 

1 

21121 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel lung cancer related 

polynucleotides, the polypeptides encoded by these polynucleotides 
herein collectively referred to as "lung cancer antigens," and 
antibodies that immunospecif ically bind these polypeptides, and 
the use of such lung cancer polynucleotides, antigens, and 
antibodies for detecting, treating, preventing and/or prognosing 
disorders of the lung, including, but not limited to, the presence 
of lung cancer and lung cancer metastases. More specifically, 
isolated lung cancer nucleic acid molecules are provided encoding 
novel lung cancer polypeptides. Novel lung cancer polypeptides and 
antibodies that bind to these polypeptides are provided. Also 
provided are vectors, host cells, and recombinant and synthetic 
methods for producing human lung cancer polynucleotides, 
polypeptides, and/or antibodies. The invention further relates to 
diagnostic and therapeutic methods useful for diagnosing, 
treating, preventing and/or prognosing disorders related to the 
lung, including lung cancer, and therapeutic methods for treating 
such disorders. The invention further relates to screening methods 
for identifying agonists and antagonists of polynucleotides and 
polypeptides of the invention. The invention further relates to 
methods and/or compositions for inhibiting or promoting the 
production and/or function of the polypeptides of the invention. 
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AB The present invention relates to novel ovarian cancer and/or 

breast cancer related polynucleotides, the polypeptides encoded by 
these polynucleotides herein collectively referred to as "ovarian 
and/or breast antigens, " and antibodies that inununospecif ically 
bind these polypeptides, and the use of such ovarian and/or breast 
polynucleotides, antigens, and antibodies for detecting, treating, 
preventing and/or prognosing disorders of the reproductive system, 
particularly disorders of the ovaries and/or breast, including, 
but not limited to, the presence of ovarian and/or breast cancer 
and ovarian and/or breast cancer metastases. More specifically, 
isolated ovarian and/or breast nucleic acid molecules are provided 
encoding novel ovarian and/or breast polypeptides. Novel ovarian 
and/or breast polypeptides and antibodies that bind to these 
polypeptides are provided. Also provided are vectors, host cells, 
and recombinant and synthetic methods for producing human ovarian 
and/or breast polynucleotides, polypeptides, and/or antibodies. 
The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing, treating, preventing and/or 
prognosing disorders related to the ovaries and/or breast, 
including ovarian and/or breast cancer, and therapeutic methods 
for treating such disorders. The invention further relates to 
screening methods for identifying agonists and antagonists of 
polynucleotides and polypeptides of the invention. The invention 
further relates to methods and/or compositions for inhibiting or 
promoting the production and/or function of the polypeptides of 
the invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to pharmaceutical compositions and 

methods for the prevention and treatment of autoimmune diseases, 
infectious diseases, neurodegenerative diseases, and primary and 
metastatic neoplastic diseases. In the practice of the invention, 
the compositions are employed comprising: (a) a heat shock protein 
(hsp) or an alpha (2 )macroglobulin {. alpha. 2M); (b) a saponin; and, 
optionally, (c) an antigenic molecule. The antigenic molecule 
displays the antigenicity of an antigen of: (a) a cell that 
elicits an autoimmune response; (b) an agent of an infectious 
disease; (c) a cancerous cell; or (d) a cell or structure 
associated with a neurodegenerative- or amyloid disease. The hsps 
that can be used in the practice of the invention include but are 
not limited to hsp70, hsp90, gp96, calreticulin, hsp 110, grp 170, 
and PDI, alone or in combination with each other. The antigenic 
molecule can be covalently or noncovalently bound to the hsp or 
.alpha. 2M, free in solution, and/or covalently bound to the 
saponin. The compositions of the invention can be administered 
alone or in combination with the administration of antigen 
presenting cells sensitized with an hsp- or . alpha . 2M-antigenic 
molecule complex. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to methods and compositions for 

DNA subcloning using bacterial recombinase-mediated homologous 
recombination. The invention relates to methods for cloning, 
compositions comprising polynucleotides usefall as cloning 
vectors, cells comprising such polynucleotide compositions, and 
kits useful for cloning mediated by bacterial recombinases , such 
as RecE/T and Red. alpha ./. beta . . 
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macroglobulin associated with antigenic molecules for use in 
immunotherapy. The invention relates to methods for using such 
compositions in the diagnosis and treatment of immune disorders, 
proliferative disorders, and infectious diseases. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention shows that DNA vaccine vectors can be 

improved by removal of CpG-N motifs and optional addition of CpG-S 
motifs. In addition, for high and long-lasting levels of 
expression, the optimized vector should include a 
promoter/enhancer that is not down-regulated by the cytokines 
induced by the immunostimulatory CpG motifs. Vectors and methods 
of use for immunostimulation are provided herein. The invention 
also provides improved gene therapy vectors by determining the 
CpG-N and CpG-S motifs present in the construct, removing 
stimulatory CpG (CpG-S) motifs and/or inserting neutralizing CpG 
(CpG-N) motifs, thereby producing a-, nucleic acid construct 
providing enhanced expression of the therapeutic polypeptide. 
Methods of use for such vectors are also included herein. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to a DNA construct which is 

useful for immunization or gene therapy. The construct of the 
invention comprises muscle specific regulatory elements, such as a 
promoter or a promoter and one or more enhancer elements, and a 
DNA sequence under control of the muscle specific regulatory 
elements. Several DNA sequences may be incorporated into the DNA 
construct. In one embodiment, the DNA sequence codes for an 
antigen, antigenic determinant or an epitope of an antigen. In a 
second embodiment, the DNA sequence is a normal muscle gene which 
is effected in a muscle disease. In a third embodiment, the DNA 
sequence is an antisense for blocking an abnormal muscle gene. In 
a fourth embodiment, the DNA sequence codes for a protein which 
circulates in the mammalian blood or lymphatic systems. The 
present invention is useful for ameliorating the effects of 
diseases of muscle by expression of the normal gene or blocking 
abnormal gene expression within muscle cells, for the heterologous 
expression of a transgene which codes for a circulating protein or 
a protein which modifies a disease state in which muscle is not 
primarily involved and for vaccine development. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to pharmaceutical compositions 

comprising peptide-binding . fragments of heat shock proteins (HSPs) 
and noncovalent complexes of peptide-binding fragments of HSPs in 
noncovalent association with antigenic molecules. The invention 
further relates to methods for the use of such pharmaceutical 
compositions as immunotherapeutic agents for the treatment and 
prevention of infectious diseases and cancer. 
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Vaccine compositions which are protective against circovirus 



infections, including porcine circovirus and psittacine beak and 
feather disease virus, in animals, comprising a nucleic acid 
vector comprising a eukaryotic cis-acting 

transcription/translation regulatory sequence functionally linked 
to a nucleic acid encoding an animal circovirus polypeptide, 
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wherein the nucleic acid lacks a viral origin of replication are 
disclosed. Nucleic acid vectors for the transient expression of 
one or more circovirus polypeptides in a eukaryotic cell 
comprising a nucleic acid vector comprising a eukaryotic 
cis-acting transcription/translation regulatory sequence 
functionally linked to the nucleic acids of the invention are 
described. Methods of preventing a circovirus-associated disease 
in an animal comprising administering to the animal a nucleic acid 
vector comprising a eukaryotic cis-acting 

transcription/translation regulatory sequence functionally linked 
to a nucleic acid encoding an animal circovirus polypeptide, 
wherein the nucleic acid lacks a viral origin of replication are 
also described. Methods of preventing a circovirus-associated 
disease in an animal comprising administering to the animal an 
immunogenic amount of one or more animal circovirus polypeptides 
are also described. Also disclosed are nucleic acid and 
polypeptide sequences useful in the vaccine compositions and 
methods of the invention. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 435/320.100 

INCLS: 424/093.100; 424/093.210; 424/186.100; 514/044.000; 

530/350.000; 536/023.100; 536/023.500 
NCL NCLM: 435/320.100 

NCLS: 424/093.100; 424/093.210; 424/186.100; 514/044.000; 

530/350.000; 536/023.100; 536/023.500 



L20 ANSWER 11 OF 
ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) 



22 US PAT FULL 

2001 : 136775 US PAT FULL 

Compositions and methods for diagnosing and 
treating conditions, disorders, or diseases 
involving cell death 
Lo, Donald C, Chapel Hill, NC, 
Barney, Shawn, Apex, NC, United 
Thomas, Mary Beth, Chapel Hill, 
Portbury, Stuart D., Durham, NC, 



PATENT ASSIGNEE (S) 



United States 
States 

NC, United States 
United States 



Puranam, Kasturi, Durham, NC, United States 
Katz, Lawrence C, Durham, NC, United States 
Cogent Neuroscfence, Inc., Durham, NC, United 
States (U.S. corporation) 



NUMBER KIND DATE 



US 6277974 Bl 20010821 

US 1999-461697 ^ 19991214 (9) 

Utility 
GRANTED 

Low, Christopher S. F. 
Robinson, Patricia 
12 
1 

262 Drawing Figure (s); 92 Drawing Page(s) 
4670 

INDEXING IS AVAILABLE FOR THIS PATENT. 
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treatment and diagnosis of conditions, disorders, or diseases 
involving cell death. The invention encompasses protective nucleic 
acids which, when introduced into a cell predisposed to undergo 
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cell death or in the process of undergoing cell death, prevent, 
delay, or rescue the cell from death relative to a corresponding 
cell into which no exogenous nucleic acids have been introduced. 
The invention encompasses nucleic acids of the protective 
sequence, host cell expression systems of the protective sequence, 
and hosts that have been transformed by these expression systems, 
including transgenic animals. The invention also encompasses novel 
protective sequence products, including proteins, polypeptides and 
peptides containing amino acid sequences of the proteins, fusion 
proteins of proteins, polypeptides and peptides, and antibodies 
directed against such gene products. The invention further relates 
to target sequences, including upstream and downstream regulatory 
sequences or complete gene sequences, antibodies, antisense 
molecules or sequences, ribozyme molecules, and other inhibitors 
or modulators directed against such protective sequences, 
protective sequence products, genes, gene products, and/or their 
regulatory elements involved in cell death. The present invention 
also relates to methods and compositions for the diagnosis and 
treatment of conditions, disorders, or diseases, involving cell 
death, including, but not limited to, treatment of the types of 
conditions, disorders, or diseases, which can be prevented, 
delayed or rescued from cell death and include, but are not 
limited to, those associated with the central nervous system, 
including neurological and psychiatric conditions, disorders, or 
diseases, and those of the peripheral nervous system. Further, the 
invention relates to methods of using the protective sequence, 
protective sequence products, and/or their regulatory elements for 
the identification of compounds that modulate the expression of 
the protective sequence and/or the activity of the protective 
sequence product. Such compounds can be useful as therapeutic 
agents in the treatment of various conditions, disorders, or 
diseases involving cell death. 
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AB The present invention relates to peptides which exhibit 

antifusogenic and antiviral activities. The peptides of the 
invention consist of a 16 to 39 amino acid region of a human 
respiratory syncytial virus protein. These regions were identified 
through computer algorithms capable of recognizing the ALLMOTI5, 
107x178x4, or PLZIP amino acid motifs. These motifs are associated 
with the antifusogenic and antiviral activities of the claimed 
peptides . 
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The invention provides recombinant replicable vesiculoviruses. The 
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successfully allows the production and recovery of replicable 
vesiculoviruses, as well as recombinant replicable 
vesiculoviruses, from cloned DNA, by a method comprising 
expression of the full-length positive-strand vesiculovirus 
antigenomic RNA in host cells. The recombinant vesiculoviruses do 
not cause serious pathology in humans, can be obtained in high 
titers, and have use as vaccines. The recombinant vesiculoviruses 
can also be inactivated for use as killed vaccines. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 435/239.000 

INCLS: 424/199.100; 424/224.100; 424/093.210; 435/235.100; 

435/325.000; 435/320.100; 514/044.000; 536/023.720 
NCL NCLM: 435/239.000 

NCLS: 424/093.210; 424/199.100; 424/224.100; 435/235.100; 

435/320.100; 435/325.000; 514/044.000; 536/023.720 



L20 ANSWER 14 OF 22 US PAT FULL 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



2000 : 28125 USPATFULL 

Nucleic acids encoding myocardial peptides 

Bachmaier, Kurt, Toronto, Canada 

Hessel, Andrew John, Toronto, Canada 

Neu, Nickolaus, Innsbruck, Austria 

Penninger, Josef Martin, Toronto, Canada 

Amgen Canada Inc., Mississauga, Canada {non-U. S. 

corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO 



No 



20000307 
19990503 (9) 
, US 1998-133774, 



filed on 



US 6034230 
US 1999-303862 
Continuation of Ser. 
12 Aug 1998 
Utility 
Granted 

Chan, Christina Y. 
De Cloux, Amy 
Oleski, Nancy A. 
6 

1/2,3 
1405 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are novel peptides that modulate inflammatory heart 

disease. Also disclosed are DNA molecules encoding the peptides, 
and methods of making the peptides. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions are provided for the production of a 

polypeptide which is immunologically cross-reactive with a 
naturally-occurring major outer membrane protein (MOMP) of 
Chlamydia trachomatis. A DNA construct including a replication 
system recognized by E. coli, and an MOMP gene under the 
transcriptional control of a .beta.-glactosidase promoter and 
terminator is provided. Recombinant phage . lambda . gtll/L2/33 was 
deposited at the American Type Culture Collection, 12301 Parklawn 
Drive, Rockville, Md. 20852, on Jan. 10, 1985 and granted 
accession no. 40157. L2 B9-F DNA was deposited at the American 
Type Culture Collection on Dec. 31, 1985, and granted accession 
No. 40217. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions are provided for the production of a 
polypeptide which is immunologically cross-reactive with a 
naturally-occurring major outer membrane protein (MOMP) of 
Chlamydia trachomatis. A DNA construct including a replication 
system recognized by E. coli, and an MOMP gene under the 
transcriptional control of a .beta. -galactosidase promoter and 
terminator is provided. 

Recombinant phage . lambda . gtll/L2/33 was deposited at the American 
Type Culture Collection, 12301 Parklawn Drive, Rockville, Md. 
20852, on Jan. 10, 1985 and granted accession no. 40157. L2 B9-F 
DNA was deposited at the American Type Culture Collection on Dec. 
31, 1985, and granted accession No. 40217. 
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AB The present invention is directed to a DNA construct which is 

useful for immunization or gene therapy. The construct of the 
invention comprises muscle specific regulatory elements, such as a 
promoter or a promoter and one or more enhancer elements, and a 
DNA sequence under control of the muscle specific regulatory 
elements. Several DNA sequences may be incorporated into the DNA 
construct. In one embodiment, the DNA sequence codes for an 
antigen, antigenic determinant or an epitope of an antigen. In a 
second embodiment, the DNA sequence is a normal muscle gene which 
is effected in a muscle disease. In a third embodiment, the DNA 
sequence is an antisense for blocking an abnormal muscle gene. In 
a fourth embodiment, the DNA sequence codes for a protein which 
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circulates in the mammalian blood or lymphatic systems. The 
present invention is useful for ameliorating the effects of 
diseases of muscle by expression of the normal gene or blocking 
abnormal gene expression within muscle cells, for the heterologous 
expression of a transgene which codes for a circulating protein or 
a protein which modifies a disease state in which muscle is not 
primarily involved and for vaccine development . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions are provided for the production of a 

polypeptide which is immunologically cross-reactive with a 
naturally-occurring major outer membrane protein (MOMP) of 
Chlamydia trachomatis. A DNA construct including a replication 
system recognized by E. coli, and an MOMP gene under the 
transcriptional control of a . beta . -galactosidase promoter and 
terminator is provided. Recombinant phage . lambda . gt 11 /L2/ 33 was 
•deposited at the American Type Culture Collection, 12301 Parklawn 
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organisms are then capable of binding to mammalian cells and are 
transferred to the cytoplasm. Other novel genetic capabilities may 
be imparted to the unicellular microorganism, which may serve as a 
vaccine for one or more pathogens or may introduce genetic 
capabilities or foreign molecules into a mammalian host cell. The 
sequences may be used for an in vitro screen for pathogenicity. 
Mutant microorganisms having an attenuated invasive phenotype are 
also disclosed wherein one or more invasive genes have been 
modified. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides purified and isolated 

polynucleotide molecules that encode Chlamydia 

polypeptides which can be used in methods to prevent, treat, and 
diagnose Chlamydia infection. In one form of the 

invention, the polynucleotide molecules are selected from DNA that 
encode polypeptides CPN100686 RY-54 (SEQ ID Nos : 1 and 14), 
CPN100696 RY-55 (SEQ ID Nos: 2 and 15), CPN100709 RY-57 (SEQ ID 
Nos: 3 and 16), CPN100710 RY-58 (SEQ ID Nos: 4 and 17), CPN100711 
RY-59 (SEQ ID Nos: 5 and 18), CPN100877 RY-61 (SEQ ID Nos: 6 and 
19), CPN100325 RY-62 (SEQ ID Nos: 7 and 20), CPN100368 RY-63 (SEQ 
ID Nos: 8 and 21), CPN100624 RY-64 (SEQ ID Nos: 9 and 22), 
CPN100633 RY-65 (SEQ ID Nos: 10 and 23), CPN100985 RY-66 (SEQ ID 
Nos: 11 and 24), CPN100987 RY-67 (SEQ ID Nos: 12 and 25), 
CPN100988 RY-68 (SEQ ID Nos: 13 and 26). 
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AB The present invention provides ten nucleic acids, their encoded 

proteins, and vectors for a method of-nucleic acid, including DNA, 
immunization of a host, including humans, against disease caused by 
infection by a strain of Chlamydia, specifically C 
. pneumoniae . The method employs a vector contg. a 
nucleotide sequence encoding a polypeptide of a strain of 
Chlamydia pneumoniae operably linked to a promoter to effect 
expression of the gene product in the host. The polypeptides are 
derived from C. pneumoniae and are selected from 
an ATP-binding cassette protein, a secretory locus ORF, an 
endopeptidase, a protease, a metalloprotease, CLP protease ATPase, a 
CLP protease subunit, a transglycosylase/transpeptidase, a CLPc 
protease, and thioredoxin. Modifications are possible within the 
scope of this invention. 
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AB The present invention provides nucleic acids, proteins and vectors 

for a method of nucleic acid, including DNA, immunization of a host, 

including humans, against disease caused by infection by a strain of 

Chlamydia, specifically C. pneumoniae. 

The transmembrane protein gene is amplified from C. 

pneumonia strain CWL029 by PCR and cloned into the 

pCA-Myc-His eukaryotic expression vector with transcription under 

control of the human cytomegalovirus promoter. The method employs a 
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plasmid vector contg. a nucleotide sequence encoding a transmembrane 

protein of a strain of Chlamydia pneumoniae and a promoter 

to effect expression of the transmembrane protein gene product in 

the host. DNA immunization of mice with the plasmid vector achieves 

protection against an intranasal challenge of C. 

pneumoniae . 



L30 ANSWER 4 OF 44 CAPLUS COPYRIGHT 2002 ACS 



DUPLICATE 3 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2001:748009 CAPLUS 
135:284102 

Chlamydia pneumoniae immunogenic 

myosin heavy chain homolog and its gene sequence 

and use for immunization against 

Chlamydia infection 

Murdin, Andrew D. ; Oomen, Raymond 

P.; Wang, Joe; Dunn, 

Pamela 

Aventis Pasteur Limited, Can. 

PCT Int. Appl., 83 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 

WO 2001075113 A2 20011011 WO 2001-CA461 20010404 



W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


' ES, 


FI, 


GB, 


GD, 


GE, 




GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 




LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 




NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 




TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 




RU, 


TJ, 


TM 


























RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 




CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 




TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 



TG 

PRIORITY APPLN. INFO. : US 2000-194475P P 20000404 

AB The present invention provides nucleic acids, proteins and vectors 

for a method of nucleic acid, including DNA, immunization of a host, 
including humans, against disease caused by infection by a strain of 
Chlamydia, specifically C. pneumoniae. 

The myosin heavy chain homolog gene is amplified from C. 

pneumonia strain CWL029 by PCR and cloned into the 

pCA-Myc-His eukaryotic expression vector with transcription under 

control of the human cytomegalovirus promoter. The method employs a 

plasmid vector contg. a nucleotide sequence encoding a myosin heavy 

chain homolog of a strain of Chlamydia pneumoniae and a 

promoter to effect expression of the myosin heavy chain homolog gene 

product in the host. DNA immunization of mice with the plasmid 

vector achieves protection against an intranasal challenge of 

C . pneumoniae . 
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AB The present invention provides nucleic acids, proteins and vectors 

for a method of nucleic acid, including DNA, immunization of a host, 
including humans, against disease caused by infection by a strain of 
Chlamydia, specifically C. pneumoniae. 

The glutamate-binding protein gene is amplified from C. 
pneumonia strain CWL029 by PCR and cloned into the 
pCA-Myc-His eukaryotic expression vector with transcription under 
control of the human cytomegalovirus promoter. The method employs a 
plasmid vector contg. a nucleotide sequence encoding a 
glutamate-binding protein of a strain of Chlamydia 
pneumoniae and a promoter to effect expression of the 
glutamate-binding protein gene product in the host. DNA 
immunization of mice with the plasmid vector achieves protection 
against an intranasal challenge of C. pneumoniae 



L30 ANSWER 6 OF 4 4 CAPLUS COPYRIGHT 2002 ACS 



DUPLICATE 5 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) 



PATENT ASSIGNEE (S) 



2001:748007 CAPLUS 
135:268379 

Chlamydia pneumoniae immunogenic 

myosin heavy chain and its gene sequence and use 

for immunization against Chlamydia 

infection 

Murdin, Andrew D. ; Oomen, Raymond 

P.; Wang, Joe; Dunn, 

Pamela 

Aventis Pasteur Limited, Can. 



Searcher 



Shears 308-4994 



09/869433 



SOURCE: PCT Int. Appl., 83 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2001075111 A2 20011011 WO 2001-CA456 20010404 

WO 2001075111 A3 20020124 



W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI / 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


























RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 

APPLN. 


INFO 












US 2000- 


194471P 


P 


20000404 





AB The present invention provides nucleic acids, proteins and vectors 

for a method of nucleic acid, including DNA, immunization of a host, 

including humans, against disease caused by infection by a strain of 

Chlamydia, specifically C. pneumoniae. 

The myosin heavy chain gene is amplified from C. 

pneumonia strain CWL029 by PCR and cloned into the 

pCA-Myc-His eukaryotic expression vector with transcription under 

control of the human cytomegalovirus promoter. The method employs a 

plasmid vector contg. a nucleotide sequence encoding a myosin heavy 

chain of a strain of Chlamydia pneumoniae and a promoter 

to effect expression of the myosin heavy chain gene product in the 

host. DNA immunization of mice with the plasmid vector achieves 

protection against an intranasal challenge of C. 

pneumoniae . 
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AB The present invention provides nucleic acids, proteins and vectors 

for a method of nucleic acid, including DNA, immunization of a host, 
including humans, against disease caused by infection by a strain of 
Chlamydia, specifically C. pneumoniae . 

The method employs a vector contg. a nucleotide sequence encoding an 
ATP-binding cassette of a strain of Chlamydia pneumoniae 
and a promoter to effect expression of the ATP-binding cassette gene 
product in the host. Modifications are possible within the scope of 
this invention. 
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AB The present invention provides a method of nucleic acid, including 
DNA, immunization of a host, including humans, against disease 
caused by infection by a strain of Chlamydia, specifically 
C. pneumoniae, employing a vector contg. a 

nucleotide sequence encoding a membrane ATPase of a strain of 
Chlamydia pneumoniae and a promoter to effect expression of 
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the membrane ATPase in the host. Modifications are possible within 
the scope of this invention. 
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AB The present invention provides a method of nucleic acid, including 
DNA, immunization of a host, including humans, against disease 
caused by infection by a strain of Chlamydia, specifically 
C. pneumoniae, employing a vector contg. a 

nucleotide sequence encoding an outer membrane protein of' a strain 
of Chlamydia pneumoniae and a promoter to effect 

expression of the outer membrane protein in the host. Modifications 
are possible within the scope of this invention. 
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AB The present invention provides a method of nucleic acid, including 
DNA, immunization of a host, including humans, against disease 
caused by infection by a strain of Chlamydia, specifically 
C. pneumoniae, employing a vector contg. a 

nucleotide sequence encoding an omp P6 precursor of a strain of 
Chlamydia pneumoniae and a promoter to effect expression of 
the omp P6 precursor in the host. Modifications are possible within 
the scope of this invention. 
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AB The present invention provides a method of nucleic acid, including 
DNA, immunization of a host, including humans, against disease 
caused by infection by a strain of Chlamydia, specifically 
C. pneumoniae, employing a vector contg. a 

nucleotide sequence encoding a membrane ATPase of a strain of 
Chlamydia pneumoniae and a promoter to effect expression of 
the membrane ATPase in the host. Modifications are possible within 
the scope of this invention. 
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AB The invention provides protein and DNA sequences of full-length 
antigen lpxB of Chlamydia pneumoniae. The present 

invention also relates to immunization of a host, including humans, 
against disease caused by infection by a strain of Chlamydia 
, specifically C. pneumoniae, employing a vector 
contg. a Chlamydia protein gene and a promoter to effect 
expression of the antigen lpxB gene in the host. 
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AB The present invention provides a method of nucleic acid, including 

DNA, immunization of a host, including humans, against disease 

caused by infection by a strain of Chlamydia , 

specifically C. pneumoniae , employing a vector 

contg. a nucleotide sequence encoding an ATP/ADP translocase of a 
strain of Chlamydia pneumoniae and a promoter to effect 
expression of the ATP/ADP translocase gene in the host. 
Modifications are possible within the .scope of this invention. 
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The invention provides sequences of a Chlamydia pneumoniae 
98kDa putative outer membrane protein (OMP) CPN100640 and 
corresponding DNA which can be used in methods to prevent, treat, 
and diagnose Chlamydia infections in mammals, including 
humans. In particular, a vaccine vector encoding OMP or an 
OMP/signal peptide fusion protein is provided as is its use in 
immunization against Chlamydia. Probes/primers and 
antibodies for diagnostic use are also provided. BALB/C mice 
vaccinated with an expression vector for OMP antigen showed 
increased resistance to challenge with C. 
pneumoniae . 
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AB The. present invention provides a gene of Chlamydia 

pneumoniae encoding PilG-like proteins found in the bacterial 
inclusion membrane structure. PilG-like genes and proteins can be 
used in methods to prevent, treat, and diagnose Chlamydia 
infection in mammals including humans. BALB/C mice vaccinated with 
an expression vector for PilG-like protein showed increased 
resistance to challenge with C. pneumoniae. 
Vaccinated mice showed slower rates of growth of C. 
pneumoniae in lungs. Modifications are possible within the 
scope of this invention. 
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AB The present invention provides a method of nucleic acid, including 
DNA, immunization of a host, including humans, against disease 
caused by infection by a strain of Chlamydia, specifically 
C. pneumoniae, employing a vector, contg. a 

nucleotide sequence encoding an POMP91B precursor protein of a 
strain of Chlamydia pneumoniae and a promoter to effect 
expression of the POMP91B precursor gene in the host. Also provided 
are fusion proteins and vaccines contg. POMP91B precursor protein, 
POMP91B-specif ic polyclonal and monoclonal antibodies, 
polynucleotide probes and primers, and affinity chromatog. method 
for purifying the polypeptide. 
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The invention provides sequences of a Chlamydia pneumoniae 
98kDa putative outer membrane protein (OMP) which can be used in 
methods to prevent, treat, and diagnose Chlamydia 
infections. In particular, a vaccine vector encoding OMP or an 
OMP/signal peptide fusion protein is provided as is its use in 
immunization against Chlamydia. Probes /primers for 
diagnostic use are also provided. 
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The present invention provides a method of nucleic acid, including 
DNA, immunization of a host, including humans, against disease 
caused by infection by a strain of Chlamydia, specifically 
C. pneumoniae , employing a vector, contg. a 

nucleotide sequence encoding a 98-kDa outer membrane protein of a 
strain of Chlamydia pneumoniae and a promoter to effect 
expression of the gene in the host. Modifications are possible 
within the scope of this invention. 
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Chlamydia pneumoniae and a promoter to effect expression of 
the lorf2 gene in the host. Modifications are possible within the 
scope of this invention. 
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AB The present invention provides purified and isolated polynucleotide 
mols. that encode 13 Chlamydia pneumoniae polypeptides 
which can be used in methods to prevent, treat, and diagnose 
Chlamydia infection. The nucleotide and deduced amino acid 
sequences of the 13 genes and proteins are provided. 
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AB In the Chlamydia pneumoniae genome, 8 open reading frames 

encoding chlamydial polypeptides are provided. These polypeptides 
include polypeptides permanently found in the bacterial membrane 
structure, polypeptides that are present in the external vicinity of 
the bacterial membrane, polypeptides permanently found in the 
inclusion membrane structure, polypeptides that are present in the 
external vicinity of the inclusion membrane, and polypeptides that 
are released into the cytoplasm of the infected cell. These 
polypeptides can be used in vaccination methods for preventing and 
treating Chlamydia infection. Thus, the present invention 
provides a method of nucleic acid immunization of a host, including 
humans, against disease caused by infection by a strain of 
Chlamydia pneumoniae, employing a vector contg. a nucleotide 
sequence encoding any of the following polypeptides: CPN 100111, CPN 
100224, CPN 100230, CPN 100231, CPN 100232, CPN 100235, CPN 100394, 
CPN 100395 and a promoter to effect expression of any of the 
polypeptides in the host. 
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An isolated and purified nucleic acid mol . encoding the inclusion 
membrane protein C of a strain of Chlamydia, is useful for 
nucleic acid immunization of a host, including a human host, against 
disease caused by infection by a strain of Chlamydia, 
particularly C. pneumoniae. The gene was cloned 

by PCR. BALB/C mice vaccinated with an expression vector for the 
protein showed increased resistance to challenge with C. 
pneumoniae. Vaccinated mice showed slower rates of growth 
of C. pneumoniae in the lungs than did control 
animals . 
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AB An isolated and purified nucleic acid mol. encoding a POMP91A 
protein of a strain of Chlamydia, is useful for nucleic 
acid immunization of a host, including a human host, against disease 
caused by infection by a strain of Chlamydia, particularly 
C. pneumoniae. The gene was cloned by PCR. 

BALB/C mice vaccinated with an expression vector for the protein 
showed increased resistance to challenge with C. 
pneumoniae. Vaccinated mice showed slower rates of growth 
of C. pneumoniae in the lungs than did control 
animals . 
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This invention provides protein and DNA sequences encoding a 
Chlamydia pneumoniae outer membrane protein, designated 
CPN100314. The invention also provides for the use of the disclosed 
protein/gene in vaccines against Chlamydia. Thus, the 
invention discloses a vector contg. a nucleotide sequence (gene omp) 
encoding CPN100314 operably linked to a promoter to effect 
expression of CPN100314 in the host. The invention also provides 
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for the use of the CPN100314 protein/gene in diagnostic assays for 
Chlamydia infection. 
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AB This invention provides protein and DNA sequences encoding a 
Chlamydia pneumoniae protein, designated CPN100605. The 
invention also provides for the use of the disclosed protein/gene in 
vaccines against Chlamydia. Thus, the invention discloses 
a vector contg. a nucleotide sequence encoding CPN100605 operably 
linked to a promoter to effect expression of CPN100605 in the host. 
The invention also provides for the use of the CPN100605 
protein/gene in diagnostic assays for Chlamydia infection. 
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This invention provides protein and DNA sequences encoding a 

Chlamydia pneumoniae outer membrane protein, designated 

CPN100501. The invention also provides for the use of the disclosed 

protein/gene in vaccines against Chlamydia. Thus, the 

invention discloses a vector contg. a nucleotide sequence (gene mip) 

encoding CPN100501 operably linked to a promoter to effect 

expression of CPN100501 in the host. The invention also provides 

for the use of the CPN100501 protein/gene in diagnostic assays for 

Chlamydia infection. 
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AB This invention provides protein and DNA sequences encoding a 
Chlamydia pneumoniae protein, designated CPN10014 9. The 
invention also provides for the use of the disclosed protein/gene in 
vaccines against Chlamydia. Thus, the invention discloses 
a vector contg. a nucleotide sequence encoding CPN10014 9 operably 
linked to a promoter to effect expression of CPN10014 9 in the host. 
The invention also provides for the use of the CPN10014 9 
protein/gene in diagnostic assays for Chlamydia infection. 
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AB This invention provides protein and DNA sequences encoding a 
Chlamydia pneumoniae protein, designated CPN100202. The 
invention also provides for the use of the disclosed protein/gene in 
vaccines against Chlamydia. Thus, the invention discloses 
a vector contg. a nucleotide sequence encoding CPN100202 operably 
linked to a promoter to effect expression of CPN100202 in the host. 
The invention also provides for the use of the CPN100202 
protein/gene in diagnostic assays for Chlamydia infection. 
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Chlamydia pneumoniae is emerging as a significant human 
pathogen. Infection causes a range of respiratory tract diseases 
and is assocd. with atherosclerosis. A vaccine could provide a 
considerable public health benefit; however, antigens able to elicit 
a protective immune response are largely unknown. A panel of 
open-reading frames (ORFs) from the C. pneumoniae 
genome sequence was screened for ability to elicit protective 
responses. Balb/c mice immunized with DNA contg. the ORFs were 
tested for their ability to limit lung infection following an 
intranasal challenge. Immunization with DNA encoding the major 
outer membrane protein or an ADP/ATP translocase (NptlCp) of 
C. pneumoniae resulted in a reduced bacteria load 

in the lung after challenge. The identification of these antigens 
as protective is a significant step toward development of a 
C. pneumoniae vaccine and demonstrates the 

feasibility of using a DNA immunization strategy to screen the 
C. pneumoniae genome for other protective ORFs. 
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Chlamydia pneumoniae is emerging as a significant human 
pathogen. Infection causes a range of respiratory tract diseases and 
is associated with atherosclerosis. A vaccine could provide a 
considerable public health benefit; however, antigens able to elicit 
a protective immune response are largely unknown. A panel of 
open-reading frames (ORFs) from the C. pneumoniae 
genome sequence was screened for ability to elicit protective 
responses. Balb/c mice immunized with DNA containing the ORFs were 
tested for their ability to limit lung infection following an 
intranasal challenge. Immunization with DNA encoding the major outer 
membrane protein or an ADP/ATP translocase (Nptl (Cp) ) of C 
. pneumoniae resulted in a reduced bacteria load in the 
lung after challenge. The identification of these antigens as 
protective is a significant step toward development of a C 
. pneumoniae vaccine and demonstrates the feasibility of 
using a DNA immunization strategy to screen the C. 
pneumoniae genome for other protective ORFs . 
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AB Hybrid picornaviruses expressing chlamydial epitopes from the major 
outer membrane protein (MOMP) of Chlamydia trachomatis in 
a functional form are described. The hybrid viruses grow to high 
titer in cell culture and when administered to mammals induce an 
immune response against both the picornavirus and C. trachomatis. 
The antisera from immunized mammals neutralized both homotypic and 
heterotypic serovars of C. trachomatis. The hybrid picornaviruses 
have utility as vaccines and as tools for the generation of immunol. 
reagents. Methods for modifying surface exposed loops of known 
sequences to produce hybrid proteins are described. Thus using a 
Sall-Hindlll mutagenesis cartridge, the PVl-Mahoney cDNA clone 
pT7XLD was modified to encode amino acid sequence from C. 
trachomatis MOMP variable domain I and variable domain IV. The 
mutagenesis cartridge is contained between poliovirus nucleotides 
2753-2791, which encode poliovirus amino acids 1092-1104 that 
include the BC loop of capsid protein VP1. The polio-specific 
nucleotide sequence within the cartridge was replace with synthetic 
oligonucleotides encoding the C. trachomatis MOMP epitopes. Several 
details strategies are presented for genetic engineering of the 
picornavirus constructs. The advantages of the hybrid 
picornaviruses include (1) growth of the hybrid picornaviruses to a 
high titer, (2) the capability to induce a strong and cross-reactive 
anti-chlamydial immune response at the same time as inducing a 
strong anti-polio immune response, (3) administration of the 
picornaviruses as oral vaccines in combination with one or more 
other immunogenic and/or immunostimulating mols., (4) and no 
possibility of potentiating chlamydial disease by sensitizing 
vaccines because of the absence of the 57-kDa SRP. 
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